Table A.10.1 Patient’s Assessment of Arthritis Pain (protocol 054)

TABLE 10
PATIEXT S ASSLESMENT OF ARTMRITIS PAIN iVAS)
PART ) OF ): OBSERVED MEANS (8! (b}

INTENT-TO-TREAT COMOWT (1TT)

FLAZERD 5C-58618 8C-SR$2S 5C-58638 RAPROYE:
SOMG BID 100mS 22D 200 BID T S00MC BIL
Ma217) (=216} (Ne207) N=213) 1Na207)
BASELINE
N 217 216 207 212 e
MEAN €6.2 (1% 4 3.2 67.6 67.3
S$TD DEV 14.87 16.52 16.9» 15.69 16.¢7
WE®F, 2
b ] 217 216 207 213 )
MEAL $7.0 9.4 4.7 46.2 az.¢
ST DYV 24.€8 2%.80 26.29 2T 23.1¢
WEEX 6
N 217 216 207 3L e
MEAN 55.¢ 7.8 3.9 44.9 «@.7
STT TEY 26.12 26.1% 37.33 29.65 27,11
KTERX 12
N 217 216 07 21?
MEX $7.4 $C.0 “4.§ 4%.C
STD CTV 2%.71 28,69 9.1 2R.8%
—
18! This zanle is based on the las: cbservaticn carried forward approach
) Sceie ranged f1ox O te 10C (EP) witd liwe: scoiw as better
TABLE 1K
PATIENT 'S ASSESSMIEIT OF ARTHRTTIS PAIN 1VAE)
PANT 2 OF 3: MEAN CMALGE ARALVSIS «8) B
. INTEHT-TC-TREAT COMORT {ITT;
( A PLATERL $C-50€3% SC-SRC3S 5C-58615 NAPEOYER LOrEAR
. - ACMT BID 1306G BIS 20CMG BID L30s I OVERALL SEENT
{Ne2.7} INe216) (B-207) {N=312) {Re207) P-VALLE 1) p-VALUZ.Z:
REEY o <0.00) «0.0¢1
CBSEFVED MEAN CHANGE -13.2 ~19.1 -23.6 -23.8 -25.4
=== oy 21,62 24.87 25.40 45.68 24.9%
LS MEAN CHANGE jc) -12.8 -19.7 -24.4 -24.4 -26.%
®ETK € : «0.003 <C.9C2
CESERVED MEAK CHANGE -12.6 -2c.9 -4d4.2 -22.8
ST> DE/ .0 27.C4 26.97 28.87
LT MEAN CEANGE (c) -12.23 ~2..8 -25.1 -23.9
WNEEX 22 «0.001 «0.001
CESERVED MEAN CHANGE -19.8 -18.7 -a2.6 -3i6.8 -21.4
STV CEV 5.8 28,24 2¥.2% 2R.67 ar .2
LS MEAX THMANGE (1) -1i.0 -19.¢C 3 -9} -22.)
G-RATIC WITE $58 OUNFIDENTY INTERVALS (e): SOMG BIT VS. RAPRIADM S5 BID VS. EAPPCXEN 200MC BIT VS. NAPROLEN
VREEX & 0.74  c.&3 to €.91) T.% ( C.76 tc 1..C: 0.92 t ¢.°7 =2
WEEK €: D.87 1 J1.€9 o 1.08) <.t C.B2 e L0 G.9€¢ « (.TF e
WEEK 12: 0.8% 1 7 . 6¢ 2 1.1¢, 203 { 6.%3 tc 1.30» C.&7 ¢« 0.7 :c
§-VALTUES FOR TREATMENT COMPARISORS (£):
{=—===PRINARY 1t SECODARY
1S BIC 200w BID SOMG Biz I00MC BID ICOWG BID 200mG 2T MAPROX BAPRIXEN RAPROXEN
vs. ve., V3. \E. Vs, vE. vE s, ve.

PLAZEDS FLACEDC PLACERC 5% EID S5CHS 31D 1006 22T PLAIESS SCMS BID  109mG BID

YEE . «0.C31 <C.0C " «L.2¢1 5.0) c.C¢ 0.922 «0.90] £.ccd 0.35¢C
KEEYr € - <6.093" «0.9¢C.° <£.00) o.les €.32) 0.43¢ «0.002 c.179 0.9
¥EEX 12: «f CO1e o.ot2* .88l o4 C.ME? €155 «0.200 c.199 C.60y

*3. Thia tetie is based on the last observa~:=s catr:ed terward aprreach

L) Scale ranged from 0 to 300 (mm) wizh reyslive ctacye indizating improverent

1€ Fraxw Asalysis ©f Covarlance mode]l with srestment ern center as tactors and Barel.ne veiue as covariate.
:he corresponding ROCT KSE ave: 23.26 for week O, 2%.5é for weer &. and 28.09 for week 1z

(¢: From a Tchtrast statement {rom Analyzis cf lovar.ance model in fc). Rapicxen groupy was exciuded -

il U~RATIO is cafined as the ratic of .ears SYUATE MmAn changes from ic). <f SC-SM§)5 greup wversus Naspromen graup

£ Froo a Sontrast sietemen: fram Analysic ={ Zovariance ®odel in (c!

¢ Suailistically sigrificant accor@ing ty 1% NOCDDeIg Proceduse {primary ;a:rwise caparisens only)
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Table/Figure A.10.2 Patient’s Assessment of Arthritis Pain (054)

-B- Plecebo (n=217)

<3~ Celecoxid 50 mg BID (n=216)

H  Celecoxib 100 mg BID (n=207)
70+ = Cetecoxib 200 mg BID (n=213)
=P Naproxen 500 mg BID (n=207)
60+

Mean VAS (mm)
g

=~
8
- }_ \\\\1
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Table A.11 WOMAC pain (protocol 054)

$C-S8635 CONMPARATIVE EFFICACY AND JAFETY V5 NAPROREN IN MIF OA
BA9-96-C2-05¢
TABLE 21.1
WOMAC PACH
PART I OF 2: OBSERVED MEANS (a) (b}

IITOIT-TO-TREAT CONCPT (ITT)

PLACEBO sC-586)% SC-5853% $C-5633% " mArROXEY:
SOMG BID 100MC BZD 2000C BID S00WC BID
tHe217) (Me216) ¥a207} (%2133 (e207)
BASEL INE
) 217 ns 207 F3 Y 2
MEAN 30.6 10.8 0.6 0.8 1.8
sTIC DRV 3.28 3.40 3.3) 2.95 3.5¢
¥EEK 2
N 217 216 257 213 227
NEAN 10.0 s.e 8.l e.3 3.8
SIT DEV 3.6€ 3,65 3.62 2,87 3.7
®EER 12
Y 217 216 237 213 293
NERH 9.7 9.0 3.5 3.5 4.0
STL OFY 1.9¢ 1.99 622 £.20 1.3¢

vé: This takle 15 based on the laz: observaticr carriec forward appszcach
‘4 Ste.e ranged f10m € 10 20 with lower £Cose a8 bextet

—
INTERT - TO-TREAT SORUPT LITT)
PLACERED SC-9%8€3S SC-88638 SC-584238 NAPROYXER LINEAR
SLML BIT -ICMC BID  ZIIMD BID SO0MS EID OVERALL TREND
(Me217) INa21E) NeZCT) (Ne212) {N=237) P-VALUE(T) p-VALUR:di
WEZEK 2 «(.0C1 «C.002
OFSERVED MEAN CHANGE -0.6 -=.? -2.¢ -2.% -2.7
- §70 D&V 3.08 3.33 3.2 3.27 3.z¢c
( . LS KEAN CHANGE (c) -0.7 -=.8 -2.6 -2.% -3.9
HEEY. 12 «C.CC1 «06.001
ORSERVES MEAN CMANGE -0.9 -l.8 -2 -e.4 -2.5
£TD ZEV 3. 66 3.8 3.%8 N 3.a
LS MEAN ORNGE 1CT) -1.0 =17 -2.2 -s.4 -2.%

P-VALTES FOR TREATMINT COMPARISONS (@) :

1C0MG BID 200MG BID SQMG BID 100MG BID 200MG BID 200MG BID  MAPROXEN HQAPROXEN HAPROXEN NAPRCKEN
VS. vs. vs. vs. Vs, VS, vs. Vs Vs, Vs,
PLACERC PLACESG PLACERD SOmG mrec SONG RID 100MG BID  PLATEBO SCx BIT 1¢CMG PIC  ZGONG EID

: «C.001 «0.001 «0.001 0.004 0.0C9 G.604 <0.002 <0.C22 G.39% 0.371
2 «3.C01 <0.0C1 0.034 9.093 0,134 2.607 «0.0%: v.C92 0.279 ¢.402

i

(8) Thic tatie is based on the last observaiion carried forward PETroach
tb: Scalc ranced from ¢ to 20 with negetive change and:cating isgroveseet
ivy Fion Alaliyels of Covariance saxiel with treatment and center as fe—2ors and Buseline relue a5 covariate
(2 From 4 CORtrast SLATazen: {IGE ANslysis Cf COVAriance maca! ir i1, MAPTOXan QLoup was exs.aded
Ficr. @ SonLiast stetemen: {rom Analysis oI {Ovaziance mogel . ic)
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Table A.12 WOMAC pain (protocol 020)

TARLE 21.1
WOMAL PAIN
PART ) OF 2: ORSENVED MEANS (a) (D)

INTENT-TO-TREAT COMOKT (ITT - KM@EE PATIEETS QICY

NDA 20-998

5C-58635 SC-5863% SC-5863S FAPROKEN
S0MG 81D 100M3 BID 200MC BID 5003 BID
(=203, 182203) (W=197) (5202) Mal9s
BASELINE
N 201 197 19€ 20 1900
MEAN 0.8 10.7 10.8 1.7 11.0
STT DEV 3.4 3.18 1.3¢ 3.3¢ 2.97
197 196 301 P 1]
8.7 1.6 7.9 0.2
M 3.79 3.80 4.0C
197 196 01 19¢
B.& T.4 7.9 8.4
4.C3 4.27 4.1% 4.3¢
reation cerried forward apprzech
with lowesr sccie as better
INTENT -TU-TREAT COMOKT (ITT) - KNEE PATIDNTE OSiLY
PLACERS SC-5S865% 5C-58€6122 [ 11411 BAPPCYER LINEAR
SCMS BID 100K BID  200MS BID  SOUNS BID  OVERALL TAED
(Ns20)) IH=203) R=19§7) 1E=222) (L L3¢ [} P-VALLZ tc)  p-VALUR(S!
WEEX 2 0,001 <0.¢01
JESEFVED MEAN CHANGE -0.8 -2.C -2.9 -2.8 ~2.&
ETD RV 2.9 3.18 1.2 3.86 .88
LS MEAY CRANIE tc) =9.? 2.0 -1.c -2.8 =-2.7
WX 12 «0.001 <C.0¢L
OESERVES MEAN CHARGE -1.4 -2.4 -3.1 -2.9 -2.8
ST Cev 3.0 3.59 3.66 3.84 3.
1S MEAR CHANGE () -1.2 -2.0 -3 2.7 -2.4
B-YALUES FUR TREATMENT COMPARISONS (e):
1COWG BIL 200MG BID 30MG BID 100NG BIL 200G BIT >COMG BIL  NAPROXPM WAPRILEF WMAPREXEN MAPFQXEN
. Va. Vs VE. vE. Vs, V3. V3. vE. Vs,
PLACERS 100G BID PLASESO S0vG BID 100MG BAD 207WG BID
5.0 ¢.s2c «<).oel .04 0.7%2
L2 A3 ) 0.05L 0.249 C.2%9 2.92: ¢.3.8 .33

® tebie ir LACed a7 tRe jafl ORServetion caArried forward approech
dcale ranged frca O to IC wit)k negative change indicating improvemert
: fra Aralyxit tf Cova

S Frux o

ter Frm & IURLrast staremeo: f3om Aralysis of Cover.ance sedel in fc)

celecoxib

Zth tiestment and centet a5 factors and Bateline value ss covariate
OfLraskt Statemgn: trom Aralysis ot Covar:ance erdsl in (c!. Naprozer Qroup was ex:siudea
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Table A.13

WOMAC stiffness (protocol 054)

TARLE 21.2
WOMAL JOINT STIFPMESS
PART 1 OF 2: ORSERVED MEAMI ta) (D)

INTENT-TO-TREAT COWORT (ITT)

PLACERC 8C-5863% C-58635 5C-58€3% MAPROXEN
S0MG AID 100mc BID 200G B1ID 300nC BID
{217} (3226} {8=207) M=213) (82207}
BASELIXE
N 217 216 207 211 208
MEAN 4.6 4.7 4.6 4.7 4.6
ST DEV 1.42 1.40 1.5 1.4 1.6¢
®WEEK 2
N 217 216 207 212 207
REAN 4.4 4.0 3.7 3.7 3.¢
5T pEv 1.49 1.5% i.60 1.62 1.€2
¥EIX 12
» 217 216 207 213 207
MERN 4.3 3.9 3.% .7 5.%
$TC DoV 1.58 1.61 1.77 1.65 1.68 '
(.A'T.-n‘.-. tabie is bDased on the last observaticn carried forwsrd approach
¢} Scele panged frow © to 8 with lowes score a2 better
———
INTERT -TO-TREAT TOHGRT (17T
PLACERS BC- 58635 5C- SEEDS oT-58€39 NAPEOXER LINEAR
S0MG BID 100MG BID 200M3 BID SCOMS EBIC  OVERALL TREND
(Ne217) INeL16) {N=207) IN=Z1)» (R0} P-VALUE(C)  p-VALDE (41
wEB) 2 «0.C0) «<C.001
CESEF.VED MEAN CHANGE 0.} 0.2 -1.0 -1.0 -1.0
8TD CEY 1.3? 1.4% 1.5% 1.5 1.54
N LS MEAN (MANGE {c| -0.3 -0.8 -1.0 ~-1.0 -1.1
( WEET 12 —_— «0.L0) «3.001
~ CESEFVED MEAN CHANGE -0.3 -0.2 -C.8 -1. |1t — . B
7T RV 1.61 1.5%0 1.67 1.75 1.56
1S FEsN THANGE {c) -0.4 -0.8 -1.¢ -1.0 -1.1 —-
P-VALTES POR TREATMENT COMPARTSONS
1CONG BID 200KG BID S50MG AID 10CWC S8ID 200MGC BID 200MC RID  NAPROXEMN MAPROXEN  NAPRCOXEN RAPREYEN
Vvs. vs. VG. vs. vs. vS. vs. vs. vs.
PLACERD PLACEBO SOmS BID SONG BID 160G BID PLATERG S0MG BID 12CHG B1D LC0NS 21D
WEEF I: <C.00L «0.0 «0.021 ©.044 c.032 C.895 <0.002 €.0¢7 .49 C.564
WEEX 13: «C.00) <0.00% 0.C04 G.140 0.132 0.9%9 «0.002 €.0:7 £.35%¢ c.37e

(c:
(a; From 8 cantr

NDA 20-998

(8; This tacle is based on the last obeervation carried forward approsch
k! Scaic ranced frum 0 to 8 with negetive change indiceting iserovemert
FIur Analysis Of Covariance mode]l with trestment and center as factors acd Buselise value ar cocvariate

celecoxib

T statement from Analymis of Covariance wodel is (c), EKaprazen grous was exc.uded
fe: FIorm e CTTIFESTt scatement from Analysis of Oovariance mddel in (o)
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Table A.14 WOMAC stiffness (protocol 020)

PART 1 OF 2: OSSEXVED MEANS {(ai (b)
IRTENT-TO-TREAT CONORT (IT?) - KNES PATIENTS GOLY

FLACEBD K-5863% 2C-58638 oC-50615 MAPPOYEN
506G 31D 1C0OMG AID 200MG BID 300MC arr
{Ne29)) {8=20)) M=1912) Me202) N=195)
WMSE_INE
v 2302 197 196 201 i9%
MEAN 4.9 4.8 4.7 4.9 5.0
ST DEV 1.3% 1.3 3.47 1.50 1.4¢
X 2
b 202 187 196 anm p3} 1
NEAN .5 .9 s 3.¢ 3.7
STU DEV 1.%9 1.64 2.6% 1.62 1.6%
EEX 2
N 202 197 19%¢ a0 3%
neAN 4.3 3.9 3.5 i.g T
SIT TV .72 1.7} i.71 1.€3 i 3

- tazle 1z nased on the last obrervat:cn carried farward approach
‘bl Scae ranged from ¢ tc € with lower score as better

INTENT -TO-TREZAT CORCRT (ITT) - KNEE PATIENTS DMLY

. PLACEBC $C-50638 $C-58635 $C-SeE2S WAPROXEN LINEAS
-_ SONC BID 1000G BID  200MG BID  SOING BID  OVERALL TRENY
(=203 N=2C3) [ DY) (Ne2DZ) (M»198) P-VALUE (€: p=~VALUR(S)
WEET. 2 «0.831 <G.0C2
CBSERVED NEAN CMANZY -c.4 -0. -1.2 -1.3 -1.3
5T DRV 1.33 1.49 1.58 1.66 1.83
LS MEAN CHANGE [2) -0.1 -89 . -1.2 RS 8- ~1.1
wEEX 12 ' <D.ue2 «&. 00
CBSEPVED MEAN CMANGE 0.6 -0.9 -1.2 -1.2 -1.2
sTT TRV 1.61 1.60 1.87 1.3 1.9t
‘ot LS MEAR CMANGE (¢! ~0.5 -0.9 -1.2 -1.1 -1.2
F-VALTTS FOR TREATHMEIT COMFARIGORS (a): /

13IMG BIT 200G 81D —;JC‘HG [ 33+ 100MS BID 20CMC BID  200WG BID NATROYXEN  HWAPROXEN  NAPKCREN RAPRLYLEN
Vs, vE, V3. vs. vs. v
PLATERS PLACESBC S0MG 21T SanG BID 100 BID PLACESRG

<0.0C1 <C.0C1 0.019 0.927 0.874 «0.0G1
WEEY ):: «C.80} «C.oC1 S.L3) 0.02¢k .49 C.e4? «$.GC)

RiF lLablie ir tased On the jes: cheervazion carried torward apgproach

¢ eca.e ranged from 0 to F with regastive chunge indicating isgrovement

17: ¥F:om Analyeis nf Covariarce mdel with zreatsent and center as f{actors apd BPaseline value as coveriate
'R 1TOT & CORTTA3T €istemant Irom ArAiysis of Sovariance wadel in (), Kaproxen group was exc.uded

{e. Fzom & ccairast statement frow Analysis of covariance model in (¢)
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Table A.15

INTENT-TO-IREAT CONORT (TTT)

PART 1 OF J: OBSENVED NEAMS (s} (b)

7-VALUES FOF TREATVENT COMPARISORS (#):

100%; 3ID 200MG BID SCEG BIL  10CMG EID 20008 BID 20IMG BIC

FLACEDO SC-50638 C-5063S 9C-3061S MAPROXEN
S0MC BID 100W; 31D 200MC 2D SO BIC
N=217) (=216} (M=207) (BeZ13) (Kel07;
BASELINE .
a 217 213 a0? 1 297
MEAN 358 34.2 34.9 N 3.7
STU DRV 13.3¢ 12.29 12.1¢ 131.13 s.22
WEEK 2
N 17 s 07 212 237
MEAN 23 9.2 27.2 27.€ 26.%
$TC DEV 12.6¢0 12.72 13.32 12.7. i2.43
WEER 12
] 217 215 ki 313 o
MEAL 33.5 221 25.2 28.2 N
SIT DoEv «2.99 13. 44 15.? 13.7% .22
‘a1 Thir rar.e is based m tihw laot :brerveticn cerried forward agprossh
() Scaie tanged £ram C io 4R with lower sccre as better
INTENT-TC-TREAT CUMOURT (1TT)
' FLACERS 6C-SBE3S  SC-88635  SC-SE€)S mAPROXEN LINEAR
— S0MS BID 1008 BID  200MG BID SO0MG BID OVEFALL TRET
W=237) (=216) (Me20T) MeZ13) (N=207) P-VALUE (c) p-VALTEIid!
WELY. 2 «0.0C3 «C.0C0
OBSERVED MPEAN CHANGE -a.2 -4.9 -7.7 -7.9 -8.2
STC CEV §.28 10.38 10.11 10.72 9.9€
LS MEAX CHARGE (o) ~2.3 -5.4 -8.0 -2.1 -a.7
WELR 12 <0.C01 «C.3¢es
N OBSERVED MEAN CBANG® -3.0 -4.8 -6.7 -7.3 -7.9
. . §7T CEV 15.94 10.91 13.19 iz2.ae 21.3¢
- LS MEAN CHANGE (2} -3.2 -5.% -7.0 -2.5 -8.4

HAPRUXEN  BAPKOXIN  WaPRUXEN  RAPROZEN
vs. Ve, vs. vs. vs. vs. vs. vs. ¥s. Vs,

PLACEBO PLATERO PLACEMS 20w eip oms BIZ 100MC BID  PLACERC 3G% BID 120M5 BIZ  200mG B:ID
WEET. 2: <0.0ul «3.052 <C.L8d J.0(% c.oc¢ €.945 <V.002 «C.001 €.552
WEEK 12: .t €. N30 $.t21 9.14:2 0.047 G.en9 «2.0C €.cCe £.3e9

¥ talie is BOsed on Lhe lagl observaticn carried terward approact:
i e change ‘ndicating izgravesent

-9

fi1
1) Froem & conirass

fe: Fion @ Suntiast sieilewent from Arslyrir of Covaziaence mmales in {ct

NDA 20-998 celecoxib

“ieStmerl and center es factorr acd Pasel:ne velue a3 Cuvar.ele
& 3t Covariance model in ic). Naproxen group was exclucea
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Table A.16 WOMAC function (protocol 020)

IFTENT-TO-TREAT COHORT (ITT) - KNEE PATIENTS GLY

PLACERS SC-58635 SC-$863% $C-5561% KAPSOYEY
Stz 81D 100MG BID so0mc BID S2LMc iz
(Me203) (M=203) (=197} 1Ne202) thal93)
BASELTWE
[] 184 1% 3176 18 18¢
BEAN 6.0 6.2 5.4 3%.3 Jo.v
$TT DEV 10.8) 13.7€ 11.77 12.28 © o 1C.%4
SEER >
N 184 174 176 8l i8¢
MR 13.0 29.3 6.2 6.9 .
STT PV 22.52 11.0¢ 12.82 12.58 3.2
WEER 12
R 164 174 176 L3
WEAN n.” 25.4 .1
STD DYV 13.9¢ 14.0% 13.38

(a) This table is based on the las: abservation carried forward approach
(b) Scale ranged frox 0 to 68 with lowwr score as bette:

TRBLE 2I.
WAL PEYSICAL FUNCTIONING
PART 2 OF 2: NEAN CHANGE AKALYSIS (8} (b)

) INTENT-TO-TREAT COMOFT (ITT) - KNEE PATIENTS ONLY
PLACEED SC-5861% SC-52615 S5C-%8EIS RAPROYYX LINEAR
SOMG BXD 1UCMC BID  200MC RID  SOONS BID OVERALL THENT
(He202) tN-202) (2:187) (2232} (K=398) P-VALUE (St  p-VALUEd:
WEEY, 2 <€.081 3,002
OBSEFVED MEAN CHANGE -2.9 -6.9 -9.1 -.4 -2.5
T DEV 9.33 9.8 i.19 11.39 2.9
LS MEAN CHANGE (c) -Z.6 -%.8 -9.3 -8.% -89
WEEN 12 LI -13) <d.30:
-t OBSEF\VED MEAN CHMANGE -6.3 -6.8 ~9.2 -7.9 -r.1
=T DEV .21 11.63 12.36 i2.62 233
1S MEAN THANGE (¢! -3.9 -6.8 -9.5 -e.1 -7.®

P+ VALVES FOR THEATEET COMPARISONS te!:

100MG BIC  200MC 81D SuKG 81D 100MG EID 2CUMG EID  200MG BID WAPROXEM NAPFOREN

vs. VS, vs. VS, vs. ¥Ss. vs.

PLAZEBT PLACEES SO0MG BIP  SCNG BID 100MG BIP  PLAZER: SINZ BID
WEEY Z: «0.¢0J «0.001 «t.C0% 0.2 .11} 0.46C «0.8¢C1 £.2357
WEEX Ji: «G.001 <2.002 v.ecs 0.033 .30 0.3€% v.9t1 .48

{a; This teat.e is based on tre lest observation carried forwerd approach

(b) Scale ranged from D te 68 with negarave change indicating improvesant

(€} Piom Anaysis of Covariance mcdel wiik tzediment apd center as fectozs and Baseline value a3 Covariate
(8} Prom a cortrast statement frrm Analysis of Coverience model in 1€}, Naproxen group was excluded

{e! F1om & ccriras: etatement from Analysis of Covariance model in (c)
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Table A.17

TABLE 21.4
WAL COMPOSITE SCORE
PART 1 OF 2: GBSERVED MEANS (a) [b)

INTENT-TO-TREAT COBORT (ITT)

PLASERC SC-58615 aC-58635
SONG BID 100G BID
Me217}) N-21€) tw=207)
MASELINT
N 217 204 207
MEAM $0.7 49.3 $0.2
S$TD DEv 14.98 1€.27 16.06
:
L 217 21% 2¢7
MEAN 47.7 4z.¢ 3%.0
s$TL R 16.85 17.4¢ 17.80
JEEE 12
N 17 k38 7
WAL 46.5% 2.2 4.4
=TT oLrv i7.56 12,65 19.99

WOMAC composite (protocol 054)

Thirs tatle i}: hl;-o;“cn_:h—: 1;:?;&u.—v.:i:n 'c::r‘ierﬁ fof\;l:d agproact
Svaie zanged fram { 0 Y€ with !ower ccore au bette:

WIMAC JOMPZIITE SCORE
PART 2 OF 2: MEAL CHANGE AMNALYS!S (ab

INTINT-TO-TRBAT COMORT (ITT)

PLACEBRC oC-58658 SC-5862¢S 5C-52625
SOnS BID 100N BID  20UMS BID
{W=217) (N216) W-207) (N=213)
WEEK 2
OBSERVED MEAK CRANGE -3 -7.3 -11.2 -11.¢
ST> CEV 12.59 13.97 11,92 14.22
LE MERN CHANGE (c) -3.4 -4.C -11.7 -11.7
KEEX 12
OBSEFVED MEAX THANGE -4.2 -7.2 -9.7 -1c.6
£TS CEV 15.¢7 14.73 1%.24 1€.8)
LI MEAN CHAMNSE (c) -4.¢ -8.0 -10.3 -1i.0

T-VALUES FOR TREATMENT COMPARISWS (e):

1TUNS BID 200xG BID SOM3 BID
v ve. ve.
PLACERD PLATE®D PLACERS

Z00MG BIC 2COMG BID
vs. vs.
$0mS BID 163G BID

«$.C01 «2.0CC
~2.00) <8.002

OVERAL:
P-VAWUE ic)

«<0.001

«<0.001

vE.
100%5 BID

LINEA®
TREXZ
P-VALTE (&

«C.28)

«0.302

KAPR: XEN
vs.
20CKG B

tabie 16 Lemed on the lact abgorvat.
Tangec fram U te 9€ with neparive
Anmlyris ¢{ Covariance mode. th tew
& Tcntras: Kretement C10® Aralveis 3¢
‘e Fioa 3 contrapt slatemen: {rom Nailyrie of Toveroance model in fc)

. T321 .43 tecrward approach
snyge ind:cating improvensnt
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Table A.18 WOMAC composite (protocol 020)
TANLE 21.4
WAL COMPOSITE SCORE
PANT 1 OF 2: OBSERVED MEANS (&) (D)
INTRNT-TO-TREAT CONOEST (ITT] - DT FATTINTS OWLY
PLACEDO $C-5863S £C-58635 $C-9861% RAPROXEN
SOMG BID 100G B:D 40067 BIL .. 890w m1s
(R=233) 1Ne203) (R=197) (M=202) (N=i96)
BASELINE .
N 162 174 11 1 3 P
NEAN 51.¢ 81.8 $0.% S1.¢ ad.e -
ST DEV 14.8C 13.)9 15.67 16.3¢ 13.97 -
WERKX 2 .
] 1a2 174 178 el P
REAN 47.% £2.0 AT, .S 4C.3
£TT v 17,34 i7.¢68 17.46 1%. 62 1e.50
182 i3 3% 161 M
a8 42 .3 7.2 3s.c 41.0
i%.32 19.25 19.45 15.3: ZC.ES
tefle it based ¢ the leas observation carried forward approach
) Scele ranged froe £ e 9C with iowes 8Cote a3 better
—
TABLE 21.¢
AT CPCSITE SCORE
PART 2 OF 3: MRAR CHANCE ARLYSIS {a) (D)
INTENT-TO-TAEAT COMORT (1TT) - BIZE PATIENTS ONLY
PLACERC SC-59635 SC-5e62% ‘!\“-5!635 NAPROXE: LINEAP
SONG EID 1demc BID 008G BID S00MC BEID OVERALL TREND
E{N=203) Ne2(3) Kel87) {Ne2ZO2) (Ne19R) P-VALLE(C) p-VALUE:4;
g YEEX 2 <G.001 «6.001
( OBSERVEDL MEAN CHANSE 4.l -8.7 -13.3 -12.% -12.7
£7D pEY 12.%% 12.%2 14.92 L. 78 17.19
L& MEAY CHA'KE (c) -31.6 -8.? ~13.4 -12.% -11.9
¥EEK 12 «G.08) «C.952
OBSERVED EEAN CHANGE -€.3 -9.¢ -13.3 -32.0 -11.%
sTL TRV 1%.%e 15.7¢ 16.40 i7.45 18.1%
LS MEAN CHANCE ic) -5.6 -6.€ -1).¢ -2 -11.3

D-FALUTS FIR TREATMENT COMPARIZING le):

1COMI KID  ZIUMG EIL SOMS KD ITONS BIC 260N 8ID 203G BID  NMAPEONKM NAPROYEN NAPROYEN KAPHQYEN
Vs V3. s, Vs, VS, Vs, vs. Vs, vE. Vs,
FLACEDZ PLATEXC PLACERD SO EID Sums RIS LUONG BID  PLACER. S0KG 81D 1008 MID ZGOMG BIT
«C.001 9.Cl12 0.052 ¢.54% «d.00:
€.D0l8 G.ca9 G.140 0.3% <3.90.

8.29¢ €.¢é52
2373 C.&655

«Z.008

1alie 1s Lasad on the a6t cbaervation corvied forward approsch

ikl Stale Tengec from 0 tc ¥6 with negative chasge indiceting isgr-vement

to: From Analycis of Covaziance sc-del with trestaen. and center a8 {actors 4i:d Basei.ce velue as covarliate
ia! FTom a contract statement from Aralysis nf Cevariance macel 4a fc!. MapTemer. groug was exciuded

te! Frox 8 Toctiast statement fyam Antlysie of Covariance mode! in te;

NDA 20-998 celecoxib page 175




- Table A.19 Withdrawal due to lack of Arthritis Efficacy (020, 054)

c-'uuanmma-nmn-!_uu
849-96-02-020

JETENT-TO~IEAT? CONORY (ITY)

FLACERO T-30638 8C-38633 «c-58433 l EAFROXER

S8m0 YD ie0me I 20000 &ID S00m3 mID »
. {m=203) (B=303) {Be397) (=302) {w=198)
ERMIIR WITEDAAMM DUT 70 LACK OF .-
ARTERITIS EPFICACY ”iInm) S11(30%) 40(20%) 49(34%) $3(26%) .
- ron d IS0ES (a): «0.901
P=VALUR FOR LIMEAR ¥REND TRET (B): «0.901

P-VALUES FOR TREATMENT COMPARISONS (c);

SO0 31D 300M0 BID 300MO BID 100M0 SID 20000 ATD 300u0 BID EAPROZEN EAPROIEN  EAPROXEN SAFROXEN
A B v8. vs. vE. . vi. vs. vs.

. ve.
PLACERO PLACEDO PLACERO 00 ax» S0M3 BID 1000 BID PLACEDO Sosm 31D 100MD B3ID 200M0 BID
¢.076 0,001 €.002 0.029 0.219 0.400 9.000 8.438 9.190 8.647
-—— (.-—)”r'“h.r'- Exact teet for all five treacmasst groups
ib) 1 1 test of lisear dose trend (Moasero Correlation). Naprosen group was emciwmded

{c) Pairwiss Fishar‘'s Emact test

. SC-5F635 CONFARATIVE EFFICACY XND SAFETY VS NAPROXEN 1IN MIP QA
(' . M9-3€-02-05¢

TARLE 22
xmwnmmwwwmnsmm

DETENT-TO-TREAT COMORT (TTT)

FLACERO SC-56633 £C-56638 $C-53635 MAPROXEN
50m; BID 100MGC BID 2000 BID SLONS BIT
21N (Na21€) (E2207) (Ba213) (NaZ07)
NOMBEF WITHDRAW DCE TC LATK OF
AFTMRITIS EFYICATY 1123152y T60258) 611429%) 850260 21(25%)

P-VALUES FOR OVEERALL COMPARLISONS ia): «0.031
P-¥ALUE FUR LINEAR TREND TEST (t): «0.c21
P-VALUEY FOR TREATMEKRT UOMPARISONS (¢):

SONG BIZ JOUMG BID 234G BID 100MG BID 200WMS BID 20005 BIC MAPROXEX WAPROTEN MAPRCYMEN  RAPROXEN
VS, Ve, vE, Vs, Ve, ve, vs vS. vS.

PLACES: PLACERG PLACEBRD SaM- BIT 1CAE BID PLATERG QOMVIID 100MG BID 25CM3 BIC
«C.C0l «C.0¢ «0.003 0.0)7 C.e45 «9.002 0.020 0.319 ¢.823

(a) Firhor s Exart tesz for all five treatmert Froups

b Clddadn-Kariel-Maerszel Leat of linear dise irend (Borzeto TOrreiatital. Kaprower groug was excluded
11 Pairwine Fishw) "6 Exact tast
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Table A.20 Time to Withdrawal-Lack of Arthritis Efficacy (054)

TAELE 23 :
mmwmmwummmormmm
PARPIOF&KAPLAN—IEEBMOPMWOPPM
WHODIDNUPMRAWDUBNMOFMWIM

INTENT -TO-TREAT COHORT QT
1004
: e PLACEBO ®-6—8  BC-fmess SOMG
Ll I B =, 6-68-8  BC-590S5 100MG <+  5C_59835 200MC
K “——+ NAPROXEN 500MG
0.90 -
0.85 -
0804
0.75 -
- 270+
0.65
0.80-
055 -
(3-_ Q.50 -
L 0.45
o0
¥ 1 L] 1] 1 L |
0 u = e 58 0 7
TIME IN DAYS
) TAALE 21
mnmmrsucxorm:rxsmun
PART 2 OF 2: m-mmmtmmmmmmmmmn:smxaﬂ
INTENT -“TC~TREAT COHORT (ITT)
TVALLE FOF OVEAALL COMPARISTME (8): <0.001

$-VALLES FOR TREATMENT COMPARISCES (b

SONG BID  I0OMC BID 200MC BID 100MG BID 200MG BID  200KC BIT  MAFROXEN NAPRCIPM  MAPRCIEN  MAPROXEN
vs. vs. vs. vs. vs. Vs, vI. Vs, vs. Vs,
PLACERC PLACKRO PLACERO SOnG 1D SGC RIT 1000C BID PLATEMD 40NC 1D 100mC BID 200MG PID

<C.031 «<J.9CL «C.GC) 0.1%52 0.04¢ 0.%44 «6.900 .43 .6y v.7T2

tal Frum lig-rank test for all five trestment [T -
e trom rairwine Isa-1ank tent
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Table A.21 Time to Withdrawal-Lack of Arthritis Efficacy (020)

TARLE B8
TIME 10 WEEDRAWAL DUE J0 LACK OF ARSWEIITS RIVICACY
mwmommwnmumucmm

“U =
a2 -
it PLAOEDO -0~ -mm g
-8 0-am zan Gt - XNG
bt RAFRZEN mAC
( «© T T T T T T T T
. D ) - © » L] [ ] L] ©
TIME IN DAYS
x-unsmmlmumnmun
B49-96-02-020
nz 13
mwmmnunwmm
FART 2 OF 3: LOO-RANX TESTS FOR TIME 70 WITECRAMAL DUR 7O LACK OF ARTERITIS SYTICACY
DITENT -TO-THRAT COBORY (ITT)
P-VALUE FOR OVERALL COMPARIBONS (o)1 «§.003

P-VALURS POR TRABATHENT COMPARISONS (b):

SOMD BID 1600 NID 0D BID 106ME BID 2000 BID 290W0 BIP WAFRGXES
s e 8

SFRIIEN @APROXEE EAPROIEN
vs. ve. . . vs. 8. e ] s
PLACKDO PLACEDO PLACESO $0M5 3ID Sam arm 1%6m3 BID PLACERO

. . vE.
$6NS BID 100M0 BID 200M0 BID

9.017 «0.001 «.001 0.063 .24 e.648 .002 e.420 0.398 e.330

{e) Fxom log-runk test for all five trestmmnt gToups
(b) Frem pairwise log-rank test
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Table A.22.1 Reasons for Study Termination (020, 021, 054)

Number of Trestment
Celecoxid MNaproxen
g Placebo 1 50mgBID |100 mg BID | 200 mq BID | 500 mq 81D
020° (204 (n=203) (n=197) | (a=202) (o=198)
[Tots! Completed 91 (45%) | 118(58%) | 116(39%) | 129 (64%) | 118 (20%)
Total Withdrawn 13°cmsx%) | esa2x) [ s1@n) | 7308%) 82(41%)
Lost to Foliow-up 3 1%) 1¢<1%) (%) | 1w 3 2%)
Pre-Existing Violation 3{ 1%) 1(<1%) 0(0%) | O(O0%) 1 (<1%)
Protocol Non-Comphance 2( 6%) 4 2%) 7(4%) | 2(«1%) B( 4%)
Treatment Failyre 7% (39%) 61 (30%) 40 (20%) | 49 (24%) 82 (26%)
_Aaverse Event 16(8%) | 18( &% 31 (16%) | 21 (10%) 18 ( 9% |
|stway 021° (242) | (na252) (n=240") | (n=233) (na226)
Total Completed 110 (49%) | 188 (67%) | 165 (89%) | 184 (66%) | 147 (65%)
Tow! Withdrawn 123(51%) | 84(33%) | 75" (31%) | 79 (34%) 79 (35%)
Lost 1o Follow-up S( 2%) 1{<1%) 0( 0%) 2 (<t%) 1 (<1%)
Pre-Existing Violalion 2 (<1%) a( ) %) | 1(<1%) 0( 0%)
Protocol Non-Comphiance 13( 5%) 8( 3%) 7(3%) | 4(2%) 8( &%)
Treaiment Failure 88 (37%) | S62%) | 61(21%) | €9 @1%) 40 (18%)
Adverse Event 14 ( 6%) 16( 6% 16( 7% | 23(10% 30 (13%)
Study 054 (ne218%) (n=218) n=207) | (na213) (n=207)
— otal Compiated TORE%) | 11151%) [ 111(54%) | 119 (S6%) | 118 (5T%)
[Towal Withdrawn 129" (84%) | 105 (49%) 06 (46%) | 94 (44%) 89 (43%)
Los! to Follow-up 2(<1%) 4 (2%) 0(0% | 2(1%) 1(<1%)
Pre-Exisang Violation 3(1%) 2 (<1%) 0(0%) | 3(1%) 1 {<1%)
Protocot Non-Compkance 5( 2%) 8 (3%) 8(4%) | 9(4%) 7(3%)
Treatment Faidure 112(52%) | 76(35%) | ©1¢20%) | 55 6%) 51 (25%)
Agverse Event 18C7%) | 17 (8% | 27013%) | 25 (12%) 29 (14%)
[Pooled 12-Week Pivotal Studies | (na684") | (nm671) (nabas (neta8) (n=531)
( - Total Completed 269 (44%) | 397 (59%) | 2@2(81%) | €02(62%) | 381 (60%)
. Toiwl Withdrawn 375°(58%) | 274 (41%) | 252° (a9x) | 246 (38%) | 250 (ao%)
Lost o Folow-up 10 ( 2%) 6( 2%) 31%) | Sec1%) 5 (<1%)
Pre-Cxisting Violation 8¢ 1%) 6( 2%) 1(<1%) | 4(<1%) 2 (<1%)
Protacol Non-Compiliance 30(4%) | 18(6%) | 2(3% | 15¢2%) 23( 4%)
Treatment Failure 284 (42%) | 193 (29%) | 152 (24%) | 153 (24%) | 143 (23%)
Adverse Event 46 ( 7% 51 ( B:ﬂ 74 (11%) 69 (11%) 77 (12%)

Dernved trom Indmvdual Study Heports

a) Includes only patents with OA of the knee.

D) Total number of pahents mctudes tree palients (one N the placedo yroup [Study 020}, one n the
placebo group [Study 054}, ana one in the celecoxid 100 mg BID group [Study 021)), who ware
r.mmﬂaammwmmmmmmwmmhumw.
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Table A.22.2 Reasons for Study Termination (060, 087)

Number of Ostecarthritis Patients Treatment
Celecoxid
Stud Placedo 100 mg BID 200 mg QD
Study 060 ("=232) (n=221) (na223)
otal Compieted 146 (63%) 194 (84%) 182 (02%)
[Tots! Withdrawn 86 (37%) 37 (16%) 41 (18%)
Los! %o Follow-up 2 (<1%) 4 2%) . 2 (<1%)
Pre-Existing Violation 2 (<1%) 2(<1%) 2 (<1%)
Protocol 6( 3%) 2 (<1%) 7(3%)
Treatment Fadure 56 (24%) 18( 8%) 21(9%)
Adverse Evemt 20( 8%) 11 ( 5%) 9 ( 4%
Study 087 (n=244) (nx243) (n=231)
ol Compieted 164 (67%) 194 (80%) 101 (83%)
otsl Withdrawn 80 (33%) 49 (20%) 40 (17%)
Lost lo Follow-up 1 {<1%) 0( 0%) 1 (<1%)
Pre-Existing Violation 4{ 2%) 6( 2%) 4 2%)
Protocol Non-Compiiance 8( 3%) 7( 3%) 5(2%)
Treatment Faliure 55 (23%) 27 (11%) 24 (10%)
Adverse Event 12 ( 5%) 9( 4%) 6( 3%)
Pooled 6-Week Pivotal Studies {n=478) (nm474) (n=454)
ota! Compieted 310 (85%) 388 (82%) 373 (82%)
Total Withdrawn 186 (35%) 88 (18%) 81 (18%)
Lost to Follow-up 3( 1%) 4( 1%) 3( 1)
Pre-Existng Violation 6( 1%) 8( 2%) 6( 1%)
Protocol Non-Compliance 14( 3%) 9 ( 2%) 12( 3%)
Treatment Failure 111 (23%) 45( 9%) 45 (10%)
Adverse Event 32( 7% 20 ( 4%) 15 { 39;)
Dertved from Indrmduat Study Reports
NDA 20-998 celecoxib
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Table A.23 Schedule of Observations and Procedures (Protocol 060)

Pretreatment Period Treatment Period
Screening Baseline Week 2 Week 6
Visit Visit (Day 14) (Day 42) Earty
(14102days) | (Day0) | (s2days) | (sacays) | Terminaton
Informed Consent x
Medical History X
Physical Exam X x x
Clinical Lab Tests* x x x x
SF-36 Health Survey x X X
OA Assessments® x° X x x x
Discontinued NSAID or Anaigesic? x
- Meet Flare Criteria x
Signs & Symptoms x x X x
Dispense Study Med x x
Retum & Count Study Med x x x
.. Dispense Con Med Diary Card x x
( . Aetrieve Con Med Diary Card X X X
) Blood Sample For PK® X X
(a) Clinical taboratory tests included: Hematology (white blood cell (WBC) count, hemoglobin, hematocrit, platelet
Count (estimate not acceptable]) and Biochemistry (BUN, creatinine. total bilirubin, alkaline phosphatase, AST
[SGOT), ALT [SGPT), creatine kinase {CK)). Urinalysis (pH, specific gravity, WBC, red biood cell [RBC]. protein,
glucose. ketones, bilirubin) at Screening Visit onty. Serum pregnancy test for women of childbearing potential al
Screening Visit only.
{b) Patient's Global Assessment of Arthritic Condition, Patient's Assessment of Pain - Visual Analog Scale (VAS),
Physician's Global Assessment of Arthritic Condition, Functional Capacity Classification, Western Ontario and
McMaster Universities Osteoarthritis index (WOMAC), and Osteoarthritis Severity index.
{c) Screening anhritis assessment data was not collected by Searle. Patient's Assessment of Pain (VAS) and
WOMAC were not performed at the Screening Visit.
(d) Patient discontinued NSAID or analgesic use within 48 hours or at least five hali-lives before the Baseline
Arthritis Assessments, whichever was greater.
(e) Blood samples were collected at selected nvestigational sites only.

NDA 20-998 celecoxib
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Table A.24.1 Patient’s global assessment (protocol 087)

SC-226€3€ 0D VS NID EFPICACY IN KNEX OA
A4%-98-02-087

TABLE 15
PATILNT S GLOBAL ASULYIMENT OF AXTEKITIS
FAFT 1 CF 4: JI2SIRVEC MZANS je) (%)

TENT YT TMEAT STMONT (15T) ¢ »
PLAFR [Sa22 1313 S-Sk n s
Lecw; BID ivums oo ~
(8 232 (F-2421 SN 23:: B
BASELINE
» 263 3!
MEAN 3.5 1.9
TR OV D.635 C.a8
WESK 2
N 243 24
MEAD 3.6 2.7
£ID Tev 3.2 c.96
wEEK 4
] ) 245 261 a1
MEAY 3.0 2.9 e
STD o7y Y c.99 2.5y

8} TEis 1table 15 Lesed o the 1 NUFazval D]

kY Slaie rarpon froee ) {vary Al to s IVary @

* By difirition, in *his ard sunrequent 2ffizacy
ire dose of Etudy medicatinn

Jiem} ITrward apgToecr

Taties, the ITT €xbsst ‘ncludes Snly patients wro Fad at lea::

. PLATFRL Rt T3 1Y C-9R2Y%
19°mS BID LA
. M6t [ ¥ 20 [ S
LR
LEFEE 3 3] LR34 ¥
QT 5 160 B9%
Sy 2wy [T 1 ¥
DX PRRL Y] 231000\
$.008
£ 170 M 37! &7¢ I8N _
LEQL e6R) 163 ( 5oy 143i 42%)
130 70 LA 1 V] 1( «iv)
- 24211000 J4z10c8 2¥141000)
P VALULL FOF TREATHENT COMPAFLSINZ (d}
189G BRI 2900 O 200 o
vs. vE. -
VLATESC FLACKED 10005 B1D
WLEK 3. «f.3¢3 d.v08 c.1¢?
WEEK €1 Q.02e v.ceL c.47
4 Thir takie IS DASOS NN THG Jage arse 1 TAYTIC2 IaTward arproact
bl lErrovea is defined as redusiion of a: _ecs: tw> grades frun Basel.ine for gr 3-Sora ¢ 1D gTede fzor 2 o .
i) Worgened =g Red ax ar imreese af al lamdtl Lwo Crades ! Bassline for 9Tades 1-) or @ C2ange ir Arade ‘rw 4 1o 8

S CelltAan-Marto. -Raonsze; tcas STTATITILAT 1T, cnhtar (R MOAD $:¢) «e Tirtar:
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Table A.24.2 Patient’s Global Assessment (Protocol 087)

8C-S263E C V3 BIT EPPICACY TN RNER oA
K45 84-02 07

TABLE 15
PATZMON S GLOMAL ASSESSNENT OF ASSEM:T1S
PART ) F 4: WMEAN CRANGE MGLYSIS (s) Ib)

IETINT T0-TPEAT CONORT (1TT)

PLACERC 8C-35633 BC-58838
10085 I 2005 @O
He2a)) (Ne241) nz3l)
WEEK 2
CBSEZRVES MyAN CHANGS -0.8 -1.2 1.1
sTD v 0.99 0.9 0.94
LE NEAN CHANCE (€) -0.8 -1.1 -1
wszr s
CRETRVED MEAN CRANGE -0.9 -1.1 -1.2
s owy 1.1 1.0¢ 1.05
LY MEAN THANIS le) 0.9 3.1 t.a

SPATIO WITI SV CISTIDONCT INTETVALS (d): 3200%5 TD ¥s. J52M5 RIS

YEER O
wWREF 6:

SOVRLATES FOR TRIATMENT COMPARISINS (et :

20042 0D
VE.
eI BIT

.96

oy
¥ €.13%

LX)

P-VALVE(C}

«3.001

.33

142 f2rwa@ siprcact

H TAIMES PO 1 AVEYY i) LA S aCry jesSYY with Diwjat Ve “hange 1n3:aling IRPTovamant.

HE N Analysis ©f Covariarce madel wic
e CCIres ing KOOT MIE are: 0.647 fcr wwek I. ard 0.97) for weex ©

tredmen: and center as factors and Baseline vaiie as covariate,

P21 JSPATTID IS 3ATINCI AR LRe TAlio €T loast STIATC B@an CHANGES LTOB (), 0f SC-58635 200N ON versus £C-5E43% 100MC =ID

i®) ProZ @ Taniiast sratement fram Anslysis c¢f Covarlance adel o (o)
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Table A.25.1

et e Ve s L it te aea

—Te cem 4. aTav. L . L)

Physician’s Global Assessment (protocol 087)

3C-56635 QD V§ 8D EFFICACY IX KAER QA
N49-98-02-007

T™HELE 17 )
PHYSICIAN"S GLCEAL ASSESSIONT OF ANTHRITIS
PAFT 1 OF 4: ORSERVED MZANS (8! (b)

LTTINT - TO-TREAT COMORT (ITT) -

PLACERO SC-5943% -5085¢
10083 8:0 20Mms
N 243 (N 2€1) (LB I
EASELINE
[ 242 242 e
M R 3.0 3.7
2TH TR T.87 Tou K 33
% P2 28
KEN a.2 a..
A .82 .84
WEDF. €
13 43 241 820
ME2 3.a 2.7 c-4
SIn AV 158 23 c.9 Z.a9
a) Thiw table is based o Lte 18 nbsezval:on verrded forward apgczoach
() 5Scaie rargoel fror. 1 ivery puos! to § tvary poor}
PLACERC SC-S6639 ST-L8€35
150MG &ID 20mc QO
INa24 30 {x-242) iR 230 FeVALLE id)
Lorad by <u.Cal
IMP¥OVES (24 a7¢ 29V 3 3 $61 29%)
RC THAANGE IeRE TN 1441 6OV} 164 N
WCRSEAED (1ot 8t 3w} N P V]
S43¢103%: 24611008 233111008
. 3.012
(I 11V 29: %4
181 818} HO R XY Y
S¢ aw Ji. 0w
=42¢100% cdr1Anoyy 2341000

T OVALCLY PFOF TREATMEXT TIMPANITIMS (4

LoomG Zems o
vs. ve.
VACE: PLATES
«C.y%1 5.C08
©.922 2.6%¢

i Talic 15 hesaca
lxrroves is defiped
Iv) Wozpeaed i3 delined

& The J&ET aheaTvation cartviol ferward ap1watn
a8 reduction of a: iear: twT grades froc Masel.ina for grades 2-S cr a charje 1= grase fre= 2 ¢
43 aZ iXrense Of Al leasl 1w prades 2rox baseline ISr grwdes 1-) or & <hadge in grade fzrow &

»

(S

1d) Cothran-Martel-Hauns2a. 48t £Ira*iicd Py centar [R.v Mean fccics Ditror)
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Table A.25.2

WZEX & '
LESEMVED MEAN CHANCE
57D DEV
LS NFAB CHANGP ic)

VEIT
CRASERVZD MEAN CKANGR
D Xy

LS MEAN CHANGE (€)

C-RATIC EITH J5¢ CONFIDRICE INTERVALS (di: 23C0MG GO VS

WEEX Z1
k2> S

R S G )

- A ees e N

Physician’s Global Assessment (protocol 087)

SC-$863S CO VS BIC EFFICACY IN REEX OA
X449 -98-02-007
TAERLE 17
PEYSITIAN'S GLOBAL ASSESTNENT 7w AFTEPITIS
PAFT ) OF 4: MEAN CHANGE AMALYSIS ia) (i

ANTENT T3 TRERT DXWCPT (ITT!

1-SALIES FOF TREATKENT COMFAFISORS (e}

WEEY. 2:
TER €

PLACERY SC-58e3L SO-aP4L3Y
1003 BID 21005 0
MN-2€) NS 1 Q3 P VALUS(S:
<.l
-0.¢ -3.2 1.1
2.90 0.87 2.88
-3.7 -1.1 -1.1
«3.60L
0.8 =1.1 1.2
1.0 0.9¢ 1.0
-~0.8 -1.0 -1.2
. 00 BRI
9¢ { .64 » 1.1C)
I.3% { coeY zu 3.32)
0BG 81D <i%w o¢ s D
S,

TIMMS BIT
.39
[ 4

<37,

«5.C
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126y QY81 T2 5 (IVGYY Dredt ) WiTh PaxGArd

Tovariance podel with treatment and caater

IFJ ROOT ¥St sre: 3.796 iir week .. and

SCTIneT ad LRG YALIO G lomst eJuATe Fean [ 7 LT 17 TUeMG
2T SIAtamanT from Analysis ¢ Covariance model in !:ol

ST I8 SR LS SIRTX TR ST

aTtUZE &ns Léieline VALLE A5 COVAFiAle.
week €

® jCg, T SUeNhbIY SCLXT QD VOTAUR SS-uRias
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Table A.26 Patient’s Assessment of Arthritis Pain (protocol 060)

INTENT-TO-TEEA? COSDRY (rrT)

PLACERO 2C-58635 aC-50628
100 BID 2000 QO
(m=231) (=231) (Be322)
BASELINE
» 31 aa’mn 322
MERAN 8.1 7.9 €0.0
&7TD DRV 15.16 16.82 16.74
wERK 2
| 233 an 222
MEAN as.8 2.7 42.0
STD DRV 24.65 34.59 23.7%
WEEX ¢
» 231 an 222
WEAN 4.0 40.3 41.¢0
#TD DRV 26.00 28.03 26.29
(a) This table i{s bused on the last cbeervation carTied forward spproach
{d) BScale ranged from 0 teo 100 (=m) with lower score as bettaer
8C-$86)3 0D VS BRID EFFICACY IN KMEX OA
B49-96-02-060
TANLE 17
PATIENT S ASSRSSMENT OF AXTERITIS PAIN (VAS)
PART 3 OF 3.1 MEAN CRANGE ANALYSIS (a) (b)
s INTIENT-TO-TREAT CONORT (ITT)
PLACERO C-306338 oc-38633
" 00m5 BI® 2008 QD
(B=311) (9e231) (Me222) P-VALOR (c)
WEXX 2 «0.801
OBSEXVED NMEAN CEASGE -12.6 -35.3 -25.9
STD DEv 24.33% 35.10 23.08
LS MEAN CEAMOR (o) -13.9 «35.8 «36.1
WEEX & «0.001
GASERVED MEAM CHANGE -14.3 -77.8 ~26.9
1D =V %.09 7.7 20.43
i8 NMEAN CEANGE -14.8 -20.8 -37.7
Q-RATIO WITE 93% OONFIDENCT INTIRVALS (d)¢ 3J60NMO GD VS. 100wS AID
VEEX 2, 1.02 ({ 0.05 o 1.32}
VEEZX 6 9.97 ¢ 0.81 te 1.17)
P-VAILER POR TREATHENT COMPARISONE (e)s
100a0 BID 30mm o0 20m0 QD
vs. vs. e,
FLACERO PLACRBO 100m0 BID
WEEX 3+ «.001 «<8.001 e.700
REX 6@ «¢.001 «9.001 .. 77

(s} This table {0 Mesed an the last abservetios cerrvied torwmrd agprosch
(P} Scals reanged Craom O to 109 1am) with asgative change iadisstiag isprevesast
(¢} From Analysis of Covariance mods) with TreAImant and centar &5 fACtors and Baselise valme as oovariate,
the vorTesponding ROOT NSE are: 13.17 fer week 31, and 25.69 for week 6
(@} Q-RATIO Lo Galilasd as the ratis of least SquAre Saas changes frum (€], of SC-58633 300aD QD varses ST-36633 104MG aID
4e) From & cobtrast statemant frem Analysis of Covariamce aadel in ()
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Table A.27 Patient’s Assessment of Arthritis Pain (protocol 087)

INTENT YO TREAT CORWYT (1)

PLAZERD T RC-%0€1N
1C0MG E2D
N 2633 iy 2410
EASELIRE
n 243 242 2
MEXN 68.2 67.¢ €5%.2
ETD OFV 16.51 3e.47 16.42
WEEX
N 242 28] 21
MEAD 4.1 3.8 el
57T CEV 25.33 28.:5 33.%¢
WEZX. ¢
N 243 =L 3%
MEAN 2.3 4%.6
TS OFY 27.0% 7.41

() TLis table 1% based on Lhe last observalion varried forwaza aygroech
{19 Zcale rargas tram € to 60 (mm} WiTh Jower scure a4 uttar

SC-38835 9= V5 BID RYFITACY i KNEE A
KE9 %& €2.C67

TARLE i€
PATIENT Y ASZESCHUNT OF ARTMIITIE FALS (VAS)
PART 0 £F 3: MERN UHANSE ASRIYC1E el s
SNTEMT N TREAY L KT 111%:
FLASRBL SC-veeas ST-5483a
iCCRG BIC 2205 oo
IK 243t [P S 10 231 © VALLE )
wIEY . AL LUl
VESERUED MEAN CHANGS -14.4 P2 -20.9
S0 pEY 24.7% 2¢.12 4.0
L5 MFAK CHANCE (c) ~12.4 -22.% -21.1
WVIER ¢ 0.cpz
ORSEFVED MEAN CRARGE -16.0 -27.¢ -22.%
STO DRV 27.39 26.%5 18.%
it MMAR CMANGE (c) -15.0 -a1.2 -2},
v-RATIO WITG 94t CORTIDENCT INTERVALS (4): 2003 Qf VS, 10 BID
WEEK Z+ .94 1 2N 1 318
WEFX ¢€: 1.1 i 2.8 20 1.4€)
3-VALUES FUR TRENTMENT COMPIRISINS (6):
25993 EBIT atene o1 200%G
vs. E ¥s.
PASTRC 00 B
WAEK 2: «5. 021 2.522
WELER ¢: c.on . )4

i¢ 18 haned o the [arl ctmerval e cAtli~? f{erward agrraacs
tanyged frem J 3. Y iR WILN traQar e oY c inet_cat §ig lERr veaant
AR2iysle £f Covar:ante rode. wish tysazme Af £A7ICZ8 2N GASAliDe VAIu® a3 Crvariate.
: 2 157 veek T fc: wees &
1A AeTified a8 €ha r4li0 OF aesst AL Fedil CwPyln 210 ITY, 51 SC-54610 200M° O voraus SC-S843% 100 aTT:
‘el T4 & CLRlraSl slatexent {roe Analysiz c2 JiNaliance midel an 11
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Table A.28 WOMAC pain (protocol 060)

8C-58625 0D VS PID EPFICACY DN KNEE o
NES-94-02-060C

TABLE 20.1
WONAC PAIR
PART L OF 3: OBSSRVED NRARE {8) (b)

TETRNT-TO-TREAT COMORT (I7T)

»
PLACERG SC-S8828 SC-5863%
100M3 M1D iton; Co .
{K=33)) M=231) {Ne222y el
HASYLINE .
H b33 20 s
o :c.2 10.3 1wz
STO v 3.4% 1.4 1.€2
wnEy 1
N 22 236
6. 7.3
4.:C R |

2in Tassied forward apgpriech
Terarnet from &G 2P with ) ower ot a0 betigr

——
INTENT-™-TREAT CORCR? (TT1)
PLASEDD SC-56£2¢
200z CD
(Ne22)) IN=222) VAL e}
wEEN ¢ €At
ORSZKVIL MEAM CHANGE ~1.4 3.0 -2.?
ST oEv 3.8 3.9y
. LS MEAR THANGE j¢) 1.5 -2.8
( . P-VALUES FOR TREATMIXT COMPARTSONS £ HEt
i0omz 8lD 200w: o (MG o
VS, Vs, vs.
PLACEDRD FLAZED: 10CHz Bop
WIEY &: «0.001 «D. 952 €.473
f3: INif tablie is Fased on the lasc absenation carried forward aprreach
3

Seale raned {1 D ta 2C wilh ™QAive Change indicating !rprevess
iyria ¢t Jovariarce gode. with Claalsan: ond Canrtear ax ezt
£1 Statemern: from Adaiysis of Covariarce model in oy

b1 Rl WERIde A% COVAY 1t o
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Table A.29 WOMAC pain (protocol 087)

£T-56635 OD V5 BID EFFICACY IX KNET OA
NE9-98 .02 987

TALLE 23.2
WUNAD PAIN
PART © CF 3+ UBSEXVED MEZANs ‘a; (1)
INTYNT T TRERT CoMIne (1°T)
FiASFRM Eab L T ACA &C-ukigy
LU¥S BID 2CIns ¢z
iN 43 [LPE P 4 2315
BACELINE
L 239 223 «2¢
MEAN 6.5 10.1 iC.2
e oFY 2.3 5.3 3.5%2
KWEZX €
N <32 289 23]
MEAN :.7 7.4 7.3
ST v 4.2) i1.47 €.08

{a} Trie table is based or the .ast olmervation

carried forward aggroash
L) Scale rarged from G

to 20 with Jower score as retter

SNTEXNT TU TRERT COMLIRT 7T

FLATFERED £Z-. 58420
suens ¢p
iN 242 N 23) T ValUL (0
s.u0
> MEAN THANSE 1.6 % 3.0
= : .07 3 $.57
LROMHEAN TRANTE o -1.8 -s.n 2.0
B ESOFOR TREATMENT COWPARISINS (30
10CmS n:n UM 2CLN: ¢
vE. . VS,
- FLACER" PLACFRS lCCHES BT
WEEN 6: 9.005 €.27¢6
{8) This tanie 18 Dascd of Lo a8 ZLRATVATION CArTied forwsrd approacr
{B) Scale ranged from O to 30 with Degative charse indice:ing improverert
ie) From Anelysis uf Cuovariance model with treatman: and center a3 [actars and Baswline value as Tovailate
1Q) Fraos e cont z

NDA 20-998
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Table A.30 Withdrawal due to lack of Arthritis Efficacy (060, 087)

#C-38635 QD ¥S AID EFFICACY YN EEEX QA
E49-96-02-060

TAKLE 21
mwmmwmwm-mm

INTENT-TO-TREAT CONORY (YTT)

FLACERO 9°C-58638
100G RID
(B=231) R=231)
WIMRER WITHDRAMY DOT TO
LACK OF ARTHRITIS U.TICN'.T 561{26%) 18¢ 8n)

P-VALUES FOR OVERALL COMPARISONS ()3 <0.001

P-VALUES POR TREATMENT COMPARISOMS (b):

10080 XID 200mG OO
vs. vs.

FLACKDO PLACEBRO

<0.001 <0.001

8C-58635
200MC QD
(B=222)

21( V)

aoomc QD
vs.
104G BID

0.61¢

(a) Frisher‘s Emact test
(b) Pairwise Fisher‘’s Exact tast

FC-58€35 QU VS BID KEFFICAIY IN KNEE CA
N49-98 02 387

TALLE 23
ANCICENTE OF WITHURAWAL DUE TG LACY OF ARTHRITLS R¥FMITACY

TYTFNT-TS-TRTAT DOKSRT (0775

PLAlERT E T LT
150¥ BRI
INeIL4) IH=231;
NTWTFE WITHGRAMNS IUFE ™
LATYL ©F ANTIITIS EFFICACY $i230) 27 :l1w:
P OVALULY FOR CVERALL COMPARISONS (8): <C.302
B-VAIDFS FIR TREATYENT COMPARIZONS (b:
10omc 8.0 % oo
vE Vs,
PFLACERC PLACERO
«C.30d «2.071

RERRYE N

20CuGe ¢p
Vs,
100MG 3ID

U.6B2

a) risher's ixact teat
1% Pairwise F.sher's Exact. tes®
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Table A.31 Time to Withdrawal-Lack of Arthritis Efficacy (060, 087)

80-508 QO V8 XID IFTXUOY DX DNES QA
AS-N-0-m

TANLE &2
mnmmwuwmm
mnwtm-ummwmwm
mmmmmnmwmm

DFTENT-T0-TRRAT (ORURT YD

--
s FLAERO % 5C-may 20 XD

- oo-8  g0-JEs 2UG QD '

» v u n = - a

' TOME IV Dy

w-m@wmmmmm
N -90-02-087
TARLE 1

mmmmnmmmm
nrnw&nm—mamurnmoxmm
mmmmmwmmmamm

INTENT-TO0~TRRAT COHOET OTT)

N

.
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Table A.32 Schedule of Observations and Procedures (protocol 022)

Screening Basekne Week 2 Week 6 Week 12 Early
Visit Visit (Day 14) (Day 42) (Day 84) Termina-
“7to-2day | (Day0) (-1 day) (3days) | (.5days) tion

Informed Consent X

Medical History X

Physical Examination X X X

Clinical laboratory tests (a) X X X (b) X X

Discontinue NSAID (c) X

Meet Flare Criteria X

C-Reactive Protein X X X X X

Rheumatoid Factor X

SF-36 Health Survey X X X

—-— ‘ Health Assessment

Questionnaire (HAQ) X X X X X

RA Assessments X (d) X X X X X

UGI Endoscopy X (e) X X

Signs and Symptoms X X X X X

Dispense Study

;- Medication X X X
( Return and Count Study .

Medication X X X X

Dispense Concurrent

Meds Diary Card X X X

Collect Concurrent Meds

Diary Card X X X X

(a) Clinical faboratory tests included Hematology (white blood cefl [WBC] count with differential, red biood cell
[RBC] count, hemoglobin, hematocerit, platelet count jestimate not acceptabie], prothrombin time {PT), and
panial thromboplastin time [PTT]); Biochemistry (sodium, potassium, chioride, calcium, inorganic
phosphorus, blood urea nitrogen {BUN], creatinine, total protein, albumin, total bilirubin, uric acid, glucose,
alkaline phosphatase, AST [SGOT), ALT [SGPT], creatine kinase [CK]): and Urinalysis (pH, specific gravity,
WBC, RBC, protein, giucose, ketones, bilirubin). FlexSure® (Baseline) and CLOtest at Final Visit for H
pylori. Serum pregnancy test was performed within seven days before Baseline Arthritis Assessments for
women of childbearing potential.

(b) PT and PTT were not performed at the Week 6 Visit.

(c) Patients discontinued oxaprozin and/or piroxicam at least four days before the Baseline Arthritic
Assessments.

(d) Sannmmmmammmwmwwmmum.

(e) Pmmmmm)mWMMnmmmMmmmwmd
study medication.
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Table A.33 Baseline demographics (study 022, 023-pooled)

Text Table 44. Pooled Baseline Demographic Charscteristics and Disease Status
for RA Patients By Treatment Group (All Randomized Patients:
Pooled Pivotal Studies 022 and 023)

of Patients by Treatment
Celecoxib Naprozen
Placebo | 100 mg BID | 200 myg BID | 400 mg BID | 500 mg BID
Baseline Charscieristic {n=d52) {n=458) (n=d54’) | (ned435%) {n=dd3)
Age (years)
Mean (Su. Dev.) 54.2(1242) | 55.1(11.99) | 54.0(12.09) | 4.0 (12.10) | 559 (12.09)
Range 23-84 285 20-90 2185 2
<65 years - N (%) 350 (77%) | 364 (78%) | 351 (77%) | 344 79%) | 3 T2%)
65 years - N (%) 102 (23%) | 104 22%) | 103¢23%) | o @1%) | 122 (28%)
Race/Ethnic Origin
Asian - N (%) 1 («1%) 4 (<1%) 6 (1%) 4 (<1%) 1 (<1%)
Black - N (%) 36 (B%) 2 ©%) 35 (8%) 35 (8%) 34 (8%)
Caucasian - N (%) 391 (87%) | 394 (84%) | 380 (84%) | 354 (B4%) | 377 (BS%)
Hispanic - N (%) 23 (%) 25 (S%) R 7% 28 (6%) 28 (6%)
— Other - N (%) 1 (<1%) 3 (<1%) 1 (<1%) 4 (<1%) 34<1%)
Gender
Female - N (%) 336 (74%) | 346(7a%) | 328(72%) 314 02% | 313g1%)
Male - N (%) 116 (262 | 122 26%) [ 126 (28%) | 121 (28%) | 130 (28%) |
Disease Durstion - Yesrs
Mean (S1d. Dev.) 103(49.91) | 10.7 (29.01} | 104 (=2.32) | 10.3148.77) | 11.0 (=.80)
Range .
( <5 years - N (%) 158 (35%) | 135(29%) | 166 (37%) | 150 (34%) | 143 (%)
25 years - N (%) 293 (65%) | 333 71%) | 288 285 (66%) | 300 (68%)
Corticostsroid Uss
Yes - N (%) 175(39%) | 209 (45%) | 172 (38%) | 154 35%) | 167 30%%)
No - N (%) 277 161%) | 260 (55%) | 282 (62%) | 281 (65%) | 278 (625
Msthotrexate Use
Yes - N (%) 192 (42%) | 221 (47%) | 205 (45%) | 202 (46%) | 200 (4s%)
No - N (%) 260 (58%) | 247 (53%) | 249 (55%) | 233 (54%) | 243 (s5%)
Other DMARD Use
Yes - N (%) 148 (33%) [ 153(33%) | 139(31%) | 132(30%) | 149 (:4%)
NO - N (%) 304 (67%) | 315 (67%) | 315(69%) | 303 70%) | 204 (66%)
Pooled Pivotal Studies 022 and 023)
Number of Patients by Treatment
Celecoxid Naproxen
Piacebo | 100 mg 810 | 200 mg BID [ 400 mg BID | 500 mg BID
Baseline Measure (ne452) {nad68) (n=a54 Y (n=d35 Y (n=443)
[Patient’s Giobal A of Arthritic Condition - N (%
Very Good 0(0%) 0 (0%) 0 (0%) 0(0%) 0 (0%)
Good 0 (0%) 0 (0%) 0(0%) 0(0%) 0 (%)
Fair 169 37%) | 181(38%) | 184 (41%) | 175 (w0) | 189 (a35)
Poor 227 (50%) 230 (49%) | 212 (47%) | 204 (47%) | 209 (47%)
Very Poor 56 (12%:) 57 nz}ﬂ 56(13%) | se(13) | 5(10%)
Number of Tender/Paintul Joints
Mean (S1d. Dev.) 28.7(14.55) | 282 (14.40) | 29.6 (14.99; [ 288 (14.36) 1282 (14.01)
Aa
Number of Swollen Joints ]
Mean (Sid. Dev.) 20.9(11.83) | 205 (11.68) | 21.7 (12.29) | 20.7 (11.80) J206002.11) | .
Range
Physician's Globsl Assessment of Arthritic Condition - N %)
very Gooo 0(0%) 0 (0%) 0(0%) 0(0%;} 0 (0%)
Good 0(0%) 1(<1%) 0(0%) 0 (0%) 0(0%)
Fair 199(44%) | 207 (aa%) | 183 (a0%) | 182 (42%) | 191 (43%)
( Poor 20049%) | 21847%) | 227 (50%) | 216 (50%) | 219 (50%)
. Very Poor 33 %) 42 (9% | a4 10%) 37 (9%) 32 7%)
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(. | Table A.34.1 Physician’s Global Assessment (Protocol 023)

TR 20
SEISICIAN'S GLOBAL ASSESSURNY OF
FART 3 OF €1 CBSERVED NRANS (a) (D)
DMFIT-FO-TREAT CIBORT (I¥T)

sc-secas

[ 32" 1] EBracEEN
A0 BID® 20063 WID 400G BID S0am0 »ID
(B=223) (u=220) (ma218) (ma217) {mu318)
SASELTME X
[ ] a a2 e n?r a1 1 4
EEAN 3.6 3.7 3.7 3.7 3.7
oTD Ev o.81 8.63 .64 .52 0.6
wmRx 2 -
L ] 333 228 218 1n 2. -
SEAN 3.3 2.9 3.7 a.s 2.7
#TD DEV .90 9.06 o.04 0.00 .02
WMRXX ¢
- a 220 238 217 a1
A 2.2 2.9 2.1 2.9 2.7
#TD DEV 31.01 0.93 .93 a.9 2.07
WREK 33
n mn 220 218 237 e
NEAN 3.3 3.0 2.9 3.8 2.0
70 DxV 1.00 .95 .9 0.92 6.92
———- (a) This table 1z based o the last abservatios carried torward approach
(b) Scale ranged from 1 (very good) to § {very poor)
® Py definiticn, in this and sabseguest efficacy tabl the ITT 4 oaly patieats who had at laast
ape dcee of study mmdicetioe
PEYSICIAN‘S OL RIENT OF x4
PART 2 OF 41 CATEOORICAL CEANIX AOLYSIS, WOMBER OF PATIEWTS (\) (a}
INTENT-TO-TREAT CONORT (ITT)
-
T PLACERO ac-58618 8C-58638 8C-50618 MAPROXEN LIMEAR
A 100G 3o 20085 BID 400MG BID S00ms AID TRERED
- (Me231) (We228) {me210) (Na317) (Ne210) P=VALUZ (d)
WREX 2 «9.001
INPROVED (b) a2¢ 10%) 44( 3N) 60( asv) 46( 21v) $S( 2%w)
WO CHANGE 187 ( oS\ 179( ™M) 151¢ émN) 173¢ TYV) 161( TeN\)
WORSENED (c) i2¢ W) LI Y] " ™ a¢ o) 2( «an)
FOTAL 221(1000) 228¢3100%) 218(3000) 21703000) 218(300%)
XX ¢ 9.009
INPROVED (b) 3¢ 1eN) 42¢ 20N) $4( 25%) 39¢ 18%) $2¢ 24n)
80 CRANOE 177¢ son) 170¢ THV) 158¢ V) 3ITT( AN} 164 ( TS5V
WORSENED (c) M e 8 ev) e I\ 1( «aw) 2{ <aN)
TOTAL - 2211000 220(3000) 230(3000) 217(300N) 2318 (100n)
WREX 12 0.001
LNPROVED (D) I7¢ W) 42( amn) a8 3™ 440 20N 8¢ 2asv)
WO CHANGE 178¢ W3v) 1719¢ T!M\) 168¢ TV 173( TN 360¢ TN)
WOASINTD (c) 18¢ ™) RAE 1) « ™ 2 aaw) 3 )
TOTAL 231(200%) 2328(300%) e (100%) 217(100%) 228(300%)
P=VALURS FOR T QN (e)
{ > e=—e-vxDOARY = SOOI |
200MG RID 400MD BID 100W0 BID 20010 BID 400MD BID 40D EID WIS WAPAIIEE $CAPROXEN  MAPRCIEN
vs. vs. vs. ve. . a. va. vs. va. .
PLACERO PLACERO PLACEDO 10000 BID J00MC BID 200M0 SYD PLACERO 106M0 BID 2J04mMG BID 400MO BID
WEEK 2. «0.001° «0.001° 0.284 «9.001 2.997 .9 .27
WERX & o.001* 9.816° .10 «0.00 o.100 [ ) $ 8.1%6
WEEX 13 9.003° e.001° *.020 «8.001 o.098 1] 9.229

(a) This table {5 buoed an the last ebservation sarried fevward aPpToRch

(d) Improved is defioed as redection of at least ton gradwe fram baseline far grades 3-S5 or & change in grada frem 3 to 1
(e)'on-auuttmdlnutnn—uuofntlun:wrnﬂ.h—unlholu des 1-) or a in orade from ¢ to S
14) Cochr 1 1 tast of lisear dose tresd stratified by cemter (Woossre Corvelatics), Sapresma growp was exclsded
{e) Cochran-lantel-lnanssel test of treatmmnt cospariace stretifiad by eentar (heowv Maas Seares Differ)
¢ Btatistically eiguificeat g to the v (pTimary pairuise coamparieoms ealy)
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Table A.34.2 Physician’s Global Assessment-continued (Protocol 023)

FPETSICIAN'S GLOBAL llﬂ;.wt OF ARTURITI®
mluc-mmmnu ) v}
INTENT-PO-TREAT CORNOR? e

PLACERC 8C-38633 2C-50633 «©=-38623 Lt ] LINEAR
100M0 BID J00NC BID €OOMO BID SOMED BID OvVERALL TREXD
(W=221) {N=228) (B=219) {W=217) (W=310) P-VALIR(c) p-wALOR(Q)
-==x 2 <0.001 <0.001
CBSERVED MEAN CEANGX -0.4 ~1.0 -0.9 -1.0
STD oV e.00 0.9 .87 e.90
L8 MEAN CHANGE (c) -8.3 ~1.0 -0.9 -3.0
X ¢ «0.001 «0.001
CBIERVED MEAN CRANGE -0.4 -0.7 -0.9 -1.0
TD Imv 0.9 .98 i1.03 0.98
L# MEAN CEANGE (c) -8.4 -8.7 -8.8 -~8.9
MERX 312 <0.90) <0.001
OBSIRVED NREAF CEANGE -9.3 -0.7 -0.9 -0.9 «0.9
TD DRV 8.9 0.97 i.e2 9.9 .98
LB MEAN CEANOE (c) -8.3 -0.8 -8.9 -0.0 «0.9

Q-BATIO wITE 95\ CONFIDDNCE INTERVALS (o)1 200MC BID V3. mAPROXEN 400MC BID V. EAPROXER

0.78 ¢ 0.65 to 0.9)) 0.98 ( 0.81 to 1.13) 0.8% ( 0.75 o 1.05)
WEXX 6 0.75 ¢ 0.60 to 9.92) 0.89 { 0.73 o 1.08) 0.08 ( 0.73 o 1.07)
WEXX 12; 0.73 ¢ 0.58 to 9.92) 0.00 ( 0.73 vo 1.08) 0.91 ( 0.7 vo 1.12)
P-VALUES FUR TREATMENT COMPARISORS [£3X]
| conccaPRIMARY. | oma. -]
200M0 RID 400ND AID 100M3 BID 200MC BID 400MO BID 400NO BID mAPROXEW EAPROXEN EAPROXEN SAFROYEN
. . v, vs. vs. . vs. ve. vs. vs.
PLACKBO PFLACEDO PLACERO 10000 31D 100M0 BID 20080 31D PACESO 160M0 BID 200M0 BID <OOMG | 24 ]
wEEX 2, €0.001° «0.001° <0.001 ©.009 0.15¢ 0.244 <0.001 0.004 0.790 0.1%3
wWEEX &3 «0.001° <0.001° «6.001 0.113 0.3121 0.972 «0.00) 0.004 0.205 0.193
- WEEX 121 €0.001° <0.001° 40.001 0.138 0.070 0.750 «8.00) 0.008 0.199 0.3

( (8) This table is based an the last abservatios carried forward approach
° (b) Scale ranged frum 1 (vary good) to § (vary poor) with aegative change indicating improvemant
(¢) Prom Analyeis of Covariance sodal with trestmsat asé center a5 foctors and Besaline value ae covariste,
0.797 tor weex 2, 0.068 for week ¢, 0.88) tor week 12
Statemaat from Analysis of Covariaace ®mode] in (c), Mapraomen gToup was axcleded
Square smen changes trem (¢}, of C-56413 gramp versss aproxes group

(4) Proe s contrast
(o)
(f) From a contrast stetement
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PLACKRO ac-38638 ac-3863% aC-38638 [t L 4
100w 81D 200w 31> 400NG AYD SO0NG BID
(We321) (S=328) (We210) (Me3217) (me318)
-
BASELINE .
[ am 220 218 217 a1e <
MEAN 3.7 3.7 3.7 3.7 3.7 :
7D DEV o.s8 0.7 [T 0.64 0.6
weex 2
L] P31 2e 218 237 210
MEAN 3.e a.» 2.7 2. 2.7
ST DRV 0.9 0.9 .09 0.82 0.8)
WEEX ¢
[] 221 238 210 217 218
AN 3.¢ 3.0 a.e a.» 2.0
&TD DRV 1.06 0.9¢ 1.00 [ X1 o.9e
— weex 312
[ an 228 21e n 218
Ay 3. 1.2 2.9 3.0 2.0
8TD DRV 1.08 o.90 e.90 .23 0.9¢

(s) This tadle 16 Dased on the last abservation carried farward approach
(®) Scale ranged trom 3 (very good) to § (very poar)

® By dafinitics, in this and subsequeat sfficacy tahkles, the ITT echort facludes ooly Potiants who had et Jesst
eos dass of study medication

( . m--mmwmo
PART 2 OF 4 uﬂnxm“uu.uu. MMBER OF PATIENTS (%) (a)

DITENT -TO-IREAT COWONT (rre)

91ac%R0 ac-sasys oc-88633 ac-38633 sraaxes LIwzaR
100m arD 20mum 31D 400mo 81D Sooms BID oo
(we221) (me228) (me210) (me217) (w=218) P-VALUE (4)
wEEX 2 «¢.001
INPROVED (b) 24 117) (¢ 1\ S6( I%%) 611 20v) €1( 20%)
NO NS 183¢ o) 174¢ T6%) 158( Taw) 152¢ Tew) 1%4¢ T1v)
WORSENTD (c) 14 oW st m [T} “" v 3 vy
ToraL - 221(100v%) 220(100%) 230 (1000 217 (3000 238¢300%)
wexx ¢ 8.001
IMFROVED (b) 27¢ 1) IYTIRTY) S6( asv) (¢ 31\ $3( 2ev)
w cuamge 176¢ soN) LTRSS 156¢( 17) 1680 YV 160¢ 13\
WORSINED (c) 8¢ o) T o 8 ev) W v S( 2v)
TOTAL 221(100%) 2281300%) 210¢3008) 217(300m) 3180100%)
=X 12 e.007
DORVED (b) ¢ I 40( 18 L IR ) 410 1) $7( 36w
» crance T T 1me¢ V) 180 I3 269¢ T8V 337¢ TN
WORSIRED (o) YRS o ev) 8 ew) " W) @
ToraL 223 03000) 20N 21803000 YN 218(100%)
P-VALUZS rom 100mm (o) &
[} PRINARY. i
J00MC BID 4O0ND BID 100G BID 21060 BID somm 21D 400N 31D MFRCIEN  BAPMGXER  mRCXEN  mAPRCIEN
ve. va. s ve. vs. vs. ve. . vs. vs
PLACERO  PLACESO  JLACERO  200MC BID 100MS BID eews 21D FUACEBO  100M0 PID 200uG 3TV seems 31D
w—x 2 €©.001°  <0.001*  <0.901 o.s88 e.amn <8.003 0.099 0.382 0.95y
-z 6. ©.003° 0.003° o.004 .37 e.742 <6.001 0.117 o.028 e
X 12, 0.002¢ 0.007¢ o016 0.2%¢ e.213 «0.002 0.02¢ 0.303 ~ g.000

(a) This table $s based on the last abservatios carried torward appresch
{b) Lmproved 1s dafined as reduction of at least tem $redes from buselisms Cor otades 3-5 ar o change ia pgrede from 2 to 1
ic) Woreened is defined A3 increass ¢f at least two grades fTum besalinme for grades 1-) or a change in grede from ¢ to §
{d} Cockran-Mantel-Raensze) test of limear @ose trend scratified by ecaater (Momseso Correlation), Maprazen STOWP was ancluded
{e) Cockras-Mantel-Esansiel Lest of trestment conparisan strutified by center (Row Mess Scores Ditter)

( ¢ Statistically siguiticant according to the Bochbery procedure (Primary pairvise cumpariscoms anly)
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e - feme e ML L L, - LI TSR

~FO-TREAT COmORY
PLACEDO 8C-30623 39638 x-38633 SAPRCXEN LINRAR
100002 BID 300w arp 400MG AID  S00Mc ByD OVERALL TREMD
B=221) Be220) (B=218) =317) tE=210) P-VALDE(c) p-VALUR(d)
wEEX 3 <0.003 <$.901
OBMSIRVED MEAN CHANGE ~0.4 -8.8 -1.0 ~1.0 -1.0
IO DBV 0.9 .9 o.9 .90 0.9
LS EEAN CuARGE {¢) -0.2 -0.8 -1.9 -1.8 -3.0
wzxx § «0.001 <0.0032
OOSERVED MEAN CHANGR -0.4 -8.7 -$.8 -0.8 0.9
7D oV 0.9 o 1.04 0.9% 0.9
LS MEAF CHANGE (c) -0.3 -0.7 -0.8 ~0.0 -~0.9
WERK 12 «0.001 <0.001
OBSTRVED MIAN CRANGE -0.3 -0.6 -0.9 -6.7 -0.9
$TD DEv 0.97 .9 1.01 e.9¢ 1.00
LS MEAX CHANGE (c) «0.2 -0.6 -0.9 -0.7 -0.0

Q-RATIO WITH 954 CONFIIRNCE INTERVALS (®) 400M0 BID vS. mAFROXES

w-x 2, 0.70 ( 0.64 to 8.93) 0.95 ¢ 0.81 ta 31.13) 0.9¢ { 0.80 to 1.13)
w—rx ¢, 0.7 ( 0.59 to e.9q) 0.92 ( 8.%¢ to 1.13) .90 ( 0.70 to 1.08)
w—Ex 13, 0.66 ( 0.50 o 0.0¢) 0.69 ( 0.91 to 1.33) ©.82 ( 0.65 to 1.04)
P-VALULS FOR TREATMIONT COMPARLSGHS (1),
|=eceeePnnARY 1t Y ]
200MG BID 40 BID 100M3 BID 20080 BID 400M3 MID 400MO BID MArmOTEN  mAPROIZN WAPROXEN  AFROXEM
s, va. . vs. . . vs. vs. vs. .
PLACERO PLACERC  100M3 BID 100m0 8IP 308 31D PLACERO 100N BID 2000 BID 4o0wn 21D
X 2, €0.001°  <0.001°  <g.001 8.02¢ 0.0322 «0.001 0.004 0.s540 0.47
azx ¢, €0.001°  «0.001°  <0.001 e.00 0.197 . «0.001 0.010 0.408 0.201
( . g 132, €0.001°  ¢0.001¢ e.001 e.024 9.122 0.47 «0.001 «0.801 0.30¢ e.om

{C} From Analyais of Covariance model with treatmant and ceater as factors and Basaline valese a9 covariate.

0.90% for weex 13
{d) ¥rom a cootrast Statemsat from Amalysis ot Covar{ance andel {a (e), Baproman OTOWP was esxcliwded

(8) Q-RATIO 1o Gefinea 48 the ratio of least SQuare msan changes frem (e), of Bc-2843S fTep varsus Bepromea oroup

.NDA 20-998 celecoxib

page 197




Table A.36.1 Number of Tender/Painful Joints (Protocol 022)

$49-96-02.022

TASLE 2¢
TENDER/ PATNPUL JOINTS
OBRERVED MBAKS (a) (h)

INTRXY - TO- TREAT COMORT ’zm

SMBER oF
PARY 3 CF 4,

SC-S8e38

sC-58 E Ly TS LY KNPPOYEN
o sp 3cas mio ; S0P BIT
IN-230) (240 $He233) is 278
2n 2¢2 328 217
29.° ¢ b s 28.2
ik g R I 71 15.23¢ it.
d 34 LY 21
8.8 168 16y
i5.2% 15.77 i4.3%
HIZE o
~ 231 24 21¢ 217
YRAN 0.8 is.% 16.7 16.5
s one 16.6> sty 1.7 14.59
. WIEY (g
N 2n 340 238 437
YTAN 21.3 27.» 18.¢ 6.5 iv.e
£oooEy 13,37 i6.0¢ 16.2¢ 44.96 16,06
fa; This talle is casned on tbe lae: zkservazion carried forward approach
k! it Tanzed frow 0 to &8 with lowsr score as better
MEER OF TIADER/PATRIT, Sofaps
- PARET I OF €. FATIENT's OVERALL STATUS 2N CHANGE FRo®. BASEL-NE, FMBER OF PATIERTS (R} 19
SNTENT 70 TREAT COE-RT (a7
PoACERS SI-98€3: SC-ipdis NAPRCYFN LINFAR
1:vM3 o:IT ZUCHC B:T S5¢us Bt RET
& 231 " 24 (N 235; ‘N H T wALur :4
20 3% 174 ( 434) 1121 &g=¢; 183¢ <%
48 fan, 1780 wny 1180 ¢9n: 106, sry:
110 vey Y Y Tt oy L TN ] §
a3l o0m s4n(loey) SI%4190w:
T
_ &%: Iy 4181 d9v: 102 ¢4y
3280 M5 1271 458) 1220 83y
16t 7w 18¢ &y S 2w
PRSP X 12971-1%] i¥sil0en; 227d6Cw) 22%¢
S04
881 Jo0) 1271 ey 115¢ 69w 10€¢ son: 8! 44s;
1261 S8 % 408 1121 ewn) 105¢ &Ky M PIEFI
17t 74 174 3w o 3v) ¢ ev) 1€ e
TN a3t {300y 240(1e0%) 2381008 227 00w) 435 1.0y
At R TS | ~o & Vo Y o SR R i
200 E1D “'olt: BID  SOLMD BIl MAMNUYEY  mAMCKEN XAPRCXESS  WAYDIXEN
VS, vs. Vs, vs. vs. ve
I20mC BT uou: SIT  2C0Mi kD PLATRD 19CMC BID 2uaMc BIC SCPT BID
9.2%¢ ¢.277 <.ont 3.%49 n.&c
2.803 C.a¥? c.eN J.Te
9.788 c.702 v.2dd J.09.

LL ARG “EVervert s carried forwmse ocEr-ach
. - TOINMICYRS JUiNle BifLS Tutdeer of oCisutaml [ LINT1 Lk Lalger Ctlan ur @Jual Tu LI nt
* . Jine score 5 O
-t v'u-rﬂ ICIFTP MR marder Aroved Do:v ' ie larger tRan s ~quel A TV 7
1 tren: grrati’iea €y cWrler (MORzar Corrsa: AITLT wdf X0l _2ed
. ¢) hesnrze)

A Y
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Table A.36.2 Number of Tender/Painful Joints-(Protocol 022)

BAPT 3 OF §: MEAN CRANGE ANALYSTE (o) ({3
INTEXT-TO-TREAT CORTRT (3TT) .

PLACEBY SC-38¢3T &-%0638 o°-3€633% NAPROYEN <INEAx

10T B1D 2000 BT 400M RTD ACOMC EID . TRAXT
(Nal)M) Q1 [} L5141 Ha217) INa223) P-VALTE (%) p-vALUEI4.
WFFK 2 «3.Izt «&.oC)
ERVED' MEAN THANGE ~32.2 £31.2 -16.5
o 2.7 -1.6¢ 1.7
THANGE o p>F 4 sea.t -1¢.5
Tl L4 D |
SERVED MEAN CRANGE -8.0 1.2 -12.3 -21.7
D DFV EX P I3.Ce c2.43
LS XEAN CHANSE (<) -8.2 -11.9 -as.2
WEFR 12 L3544 «%.001
J2SERVED MEAN ZHANGE -7.6 -1l.¢ -12.¢ -31.7 -9 5
=TD prv 14.27 1¢.3¢ 13,95 2).89 12.1¢
LS MEAN CHANSGE (¢} ~&.2Z ~12.0 -139 ~13.4 =1%.1

L]

TID KITH 850 Ooal iR SHTAMVALE (e} : 100%3 BID ¥S. BAFROXEN 200MG BID VS. MAPRCX®N

WEY Z: 1.31 1 0.82 te 1.34 1.33;
WEEE ¢: 1.32 1 0.92 2= 1.¢0) 1.82;
wELE 15 1.32 1 £.96 to 3.537 L %4

P-VALTES PR TREATYINT CQUPARISORS if):

PRIMAFY-cca-e | e L. . = © 1 1 S
454MC RID oot B S00MT BYD  4cCmc BID  aCONS BID RAPROXFN RAPRIVEN
s -

ve, vE. vE. . vE. vs.
PLACEBL PLACEHR® 10uw: BIL InCHC SID zc0mG B PLMER:
L.E28 €.582 ¢

«8.803e €.6C2
«8.20)e .o

G.4%¢C C¢.ece
T.UTIG c.9xs

by
a
sy -
-
]
-
e
oS
3
n
.3
o]
"

The e trrwazd approach
T8 it DegaTive o WTelieg JAgrovement
ance mcde; with &l certer as fectors and baseline value as < le,
It are: L1.0C: for week 2z, 12.377 for week €, 12.5%% f3r weex 12
Loliom Atalveiy of Covazianie RSy In $T), Kepivrer girucp wae [ 2 4
@1 AL 1Nv ralic nY Joant Rilel o Bian chalgos Prow (), ot SC-h8L28 grop v
S1ATe0eNt INE Aralysis ¢ Covar: 2Te Brael tr (o)

tratislically slontilsran: arcrrding te the MHochherg Froreiire prirary paiswise comparisons toly)

SE Niepr. qon grosy
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L Table A.37.1 Number of Swollen Joints (Protocol 023)

TANLE 19
-_Qmam
Mlﬂllm“(l) ()

Mm (xrr)

PLACERO 8c-38433 aC-38633 C-3863S ESarEN
leoms a1 J00m v 400ma arp Soomc B1d
(B=321) the229) (Be233) Bel17) (B=313)
BASKLYEE
L an 2 18 217 21s
SRAN 19.7 a0.¢ 2.3 20.8 . 20.6
T DBV .98 1.7 11.69 30.93 12.00
-=x 3
] o 220 218 1? 218
D 16.9 13.7 13.¢ 13.7 13.4
7D DY 2.7 10.78 11.10 0.30 10.22
MERX ¢
L] a a3e e 217 218
=AM 15.9 13.0 14.2 3.5 13.¢
#TD DRV .43 10.97 3.1 9.3 11.22
WEEX 12
= 321 220 219 n? 210
EEAN 16.0 13.9 14.¢ 13.8 3.9
70 DRV 1.9 ic.01 13.2¢ .47 11.7¢

Ao sc-39633 ac-38633 sc-sse1s APROTEY Limman
100w B1D 200m; 21D <00 arp soamc arp ™o
Bea221) Mea2s) (ma210) =217 (me218) P-VALUX (4)

(— wezx 3 .19
IPROVED (b) 661 30\ ¢ s\ IR Y 8¢ 31y 861 I,
" CRANGE 226( €3v) 147¢ 6an) 220¢ s3v) 182¢ &sv) 127¢ sav)
WORSBNED (c) 1 my 2 aw) LTI M St 2v)
fToTAL 22102000 230(200n) 218(100v) 217(100n) 218c300n)

- ¢ 0.324
INPROVED (b) 1¢ 37 76( 33v) 900 s1v) 76( a3V [ 2T Y]
MO CRAMGR 117¢ s 144 v 121¢ seny 232¢ €1v) 217( seyy
WORSEMED (c) ¢ a0w) [ TREPLV Ty 2w LTS
ToTAL 221(2000) 2sc100v) s a0m) 31701000, 2181100

w=Ex 13 - o.069
DOROVED (1) ¢ 3 IR Y 0 a1v) P40 den) 92( e
D cmamas 133¢ eon) 34s¢ seny FRT TREHIY 136¢ €3V 313¢ s
WORERNED (¢) 231 20w} 10t ¢v) LT ) ”" EE TR
TorayL 2210100v) 238(1000) 228(10m) N7iten, 2180200

P-VALUXS pon TREATwzwT COMPAR: sOmy (o) o

|--_.-nm.1--—--| [ — — ——cemmae|
a00wo arp 400m0 a1p 106 31p aoem a1p 400w arp 400w 310 EraoxEy SAFROXEN SFROXEN SPAXEN
vs ve vs

. vs. . . - v ve. vs. va, va.
PLACERO FLACERO FACERO 100m0 BID semm ar» 3%4mG 21D Pracwns o m1p 208mc 31p 4080 231D

WERX 2+ 9.003° 0.468 0.084 o.e7 9.022 9.095 0.7¢4
MEXX & ©.033 0.89¢ 0.0 8.e53 0.047 0.902
WEEX 132, 0.002+ 0.269 .02 8.702 .07 0.6s9

{q) Mru-.ntol-lm.nl test of ltiagar dcse tremd Stratified by anter (Baomsere Coarreletiom), Sapromen SFOup was excluvded

() Cochrap-mantel-x 1 test of er loom stratifiee by sencer (Bew Neas Scoces Difter)
. .&Az.l-uec.uy siguificaat accardiag te the Sochbery Peecature (Prisary paiswiee SEparieens anly| -
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Table A.37.2 Number of Swollen Joints (Protocol 023)

WONRXA OF GWOLLEN JOINTS
PART 3 OF S: WRAN cuapae NIALYSIS () (B)
INTENT-YO-TARAY COmDRY o)

PLACERO 0c-80625  #C-80625 aco38635 marmoxmy LEAR
100M3 BID  200MG BID  ¢omMG AID  Sooms aID ovEMALL ann
(Be221) B=228) (Ba218) (Be217) (Be218) P-VALDR(¢) p-vaLOR(q)
=z 3 «0.001 <0.001
OBSERVED EEAN CRANGE -3.9 -6.3 -7.6 -6.8 7.2
D OV .21 0.32 .57 8.1 9.08
LA AN CEHANGE (c) -3.9 -5.3 -7.1 6.6 -6.8
WEREX ¢ 9.00) ¢.0c)
CSSERVED NEAN CMANGE -3.0 -6.3 -7.0 -7.0
10 DRV 10.03 s.46 9.42 a0
18 NEAN CHANGE (c) -3.8 -5.9 -6.2 -6.4
wex 13 0.006 0.002
OBEEXVED wmAN CGEANGE -3.9 -6.0 5.8 6.8 -6.6
oD v 10.40 0.61 2.7 2.67 20.08
L8 MEAR CHANGE (c) -3.7 -5.9 6.0 6.4 6.1
O-BATIO WITR S5\ CONFIDEWCE INTEAVALS (o)t oo 3ID ve. marmaxem 200NC 37D vs. marmcxen €00MG BID vs. marmoxEx
w-=x 2. 6.92 ( 0.74 to 1.135) 3.04 ( 0.85 o 1.39) .96 ( 0.77 to 1.20)
wEEX ¢ ©.93 ( 0.71 to 1.30) 0.97 ( 0.75 eo 1.28) 1.00 ( 8.97 to 1.29)
xR 134 .97 ( 0.73 o 1.2¢) 0.99 ( 0.75 co 1.33) 21.06 ( 0.79 to 1.17)
P-VALUZS FOR TEIATWENT COMPARISOMS (7).
{ereacopnrmany 11 ABCCRDARY . cececen]
3003 AID 400NO BID 1eoMG BTD J00MO BID ¢00MG BID 400MD BID MAPROXEN MAPROIEN  marmOTEN wrroxen
. s, vs. ve. e, 3. s, vs. vs. 8. ve.
{ FLACERO  FLACKO  PLACENO  100ma BID 100mc 8ID 200wG 31D PLACEBO  100Mu 31D 200wo BID <00ma m1p
wEx 2, «0.001° €0.001°  «0.003 0.34¢ c.¢90 0.463 <s.003 0.433 0.601 0.7122
Iz 6« 0.002¢ 0.001¢ 0.006 0.73s 0.56) 0.822 «9.001 0.546 0.903 o.901

WEEX 12, 0.008" 8.001° 0.006 e.066 0.582 e.708 9.003 8.0 0.932 0.731

{¢) From Anslywis of Covariance model with treatmest and center as factors and Baseline valwe as covariate,
the correspoading ROOT ESE are: 7.375 for week 2. 4.151 for weex [ 8.456 for week 12
(d} Prom a contrust Statemext from Anslysis of Covariance mode] in {€), Mapromsan gToRD W excluded
(8) Q-BATIO s Gefined as tde Fatio of lesst square mean changes fruva {(e), of 8C-50613 growp versus Saproxen group
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Table A.38.1 ACR-20 Responder Index (Protocol 023-ITT)

w-mnm-nunanmw-n—un
589-96-03-023

TABLE 16
Mmmnm-mmmmu(m) (L }]
SRR OF FATIENYS (%)

INTENT-TO-TREAT CONORY (824 4]

NACKRO C-5863S C-3063S «T-58433 MAFROXEN LINEAR
1000 33D oo 1D 408 31D Seewc sip TREND
19=221) {m=320) =210) {e317) (B=210) P=VALIR (c)

WEXX3 «0.001
INPROVED (b) $S( as%) 3¢ 4y 103( eov) 83t ax) 74 adn)
BOT INPROVED 1661 TSN} 133¢ sen) 117¢ sa\) 12¢( V) 1211 36w
TOTAL 221(1007) 236100\ 210(100%) 217(1000) 2181000

wEEXS €0.003
INPROVED (B) 60( 27V 87¢ 30wy ¢ vy s8¢ ax) 101( a6v)
woT tarROvVED 161( T3v) 141¢ 62\ 120( 5N 123¢ s™V) 117¢ sen)
TOTAL 231(300w) 220(100n) 218(1000) 2171008} 310 (100v)

WERK12 «0.001
INFROVED (D) S8 23 €8 { 0N) 8¢ N LR Y] 21( e
BOT INPROVED 171( ™) 160¢( 70N} 132( 61v) 138( sav) 1T7( Sen)
TOTAL 131(200%) 228(300%) a191100n) 217(100v) 218200

P-VALOR POR TREATSENT CRPARISONS (4):

}o~eceepRIuARY - Veoou |

!
200m0 8ID <oam 31p 10000 3ID 200mG axp 40080 BID <000 ard
»

MAPAOIEN  mAFEROTES SAJROIER  MAPRQEEM
. e vs. 8. vs. vs. s, a. vs. s,

PLACERO PLACERO PLACERO 10000 31D j00w0 mID 2000 310 PrLACEBO 18040 BIP 200ws B1D 400w 33D
WEEX2 «0.001° «8.001° «0,001 0.261 0.038 0.348 0.537 0.690 0.30?
WEEKE o 0.002~ .01 o0.507 0.299 9.661 0.29%4¢ ©0.%07
WERX12 <0.0031¢ 0.060 0.038 0.198 0.422 <0.001 8.011 0.3588 0.242

{b) Improved: Az laast 200 isprovemmst from baseline io the mumber of teadar/paiatul Jointa and in the mbar of
swolles jolots as well as at least 200 tmprovemen: trem baseline in at least thres of the fallawing assesements.

1) rhysicias‘s Global 2} Satiazt s Gladal ) Petient s Assesament of pain 4) C-Assctive Prukaeis §) BAQ Functiomal Disadbiliey
lodex

(c) Cnuuu-luuol-lamnol test of lisser dcee tread strecified by canter, p-valus fer Som ation "R ancluded

{d) Cochran-mantel-msenssel test of treetment compariscm Stratified by ceater. p-valwe for Aow mean Sceres pitter
® Stacietically eignifiomat sooordiag to the Mochberg Provedure (primery pairwise empariseas ealy)
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Table A.38.2 ACR-20 Responder Index (Protocol 022, ITT)

SC-£063% CoFARATIVE FFISICY A%D 0GI sarpsy VB EAPRIXEN IK RN
NiS-96-02 322
TARLY 13
CATIRMITAL STATUS BASED o6 T AR RECSPOUERE DXwx (0% (L })
NMBER OF PATIENTS L}

LXTEXT -TO-TREAT COMOR™ 277

PLACERC SC-5ER3Y 8-804, BT-3me3s NAPRLXTN LIKFAR
1:CmG 31D 200 a1 &COwG BT Sutss xIz T

w-2i1n [t 2 4] n-215) 18:237 (N=225) P-vaLur o

€l Gl

§1¢ 224 XN 1§ L5 a9y} $¥e Ale €9¢ ¢

19c¢ T80 idsi 1w ST ALY 132 SEyy 1340

431(3000) Z3G{Io0N; d3ntraen, 21742080,

st 244, 238 39 1140 avwa €3 37

i57¢ 2h: 6T Lw: <all 5.8} 1¢ii 3y

SiSleen

Wl 3w
1340 §4n:

a2eqloen:

e PADMARYe e e L Ly B .
: lcoms Fip 40LM3 BID Q00K #ID RAMEOXEN  KAPRONEN:
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Table A.38.3

TOTAE TETATMENT SaWRAR TSR 1~y

ACR-20 Responder Index (Protocol 023-Evaluable)
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Table A.39.1 ACR-50 Responder Index (Protocol 022-ITT)
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Table A.39.2 ACR-50 Responder Index (Protocol 023-ITT)
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(_ ' Table A.40 Patient’s Assessment of Arthritis Pain-VAS (Protocol 023)

n-mumwumwmnn
$49-96-02-023

SARLE 231

PATIENT'S ASSESOMENT OF ANTERTTIS PATH (VA9)
PAKT 1 OF J: OBSERVED FEANY () »)

TUTENT-FO-TREAT CONORY rre)

Q-RATIO WITH 95t CONTIOENCE INTERVALS (@)

ac-35863% ac-$0638 EPROXEN
100MG BID 20083 BID 490MG BID Sooms arp
(me222) (Pe220) Wn210) a=217) tBe219)
BASELINE
[ ] 22¢ 228 21¢ - 316 21
AN €8.1 €8.1 7.9 67.8 6.8
&30 MY 19.357 30.13 18.%0 19.70 18.48
“REX 2
- aze 223 218 17 as
MRAN 38.7 45.8 41.4 43.2 40.6
T DXV 27.18 26.28 a2s.10 2¢.62 26.3¢
WEEX ¢
[ ] a 220 210 217 219
MEAN 60.8 47.9 46.8% 45.¢ 3.7
aTD IV 37.86 .78 28.38 26.39 as.n
WREX 12
— - 222 220 210 27 210
NEAN €3.0 $1.0 47.¢0 408.7 4.6
STD DEY 37.00 20.41 2%.03 26.40 7.4
(6} Tnis tadble 1s based on Che last ocbsarvation carried fosrward approach
(b) Scale ranged fram 0 to 100 R with lower ecore as better
* By Gefiniticm, in this and subsequant efficacy tableas, the ITY sshort isclwmdes only patiests who had at least
@me dose of wtudy msdication
FATIENT'S ASSESSMENT OF ARTERITIS PAIN (VAS)
(‘" M:o'nnumnmuu s) (»)
N ) TNTENT-TO-TRAAT COWORY {I%7)
PLACERO ac-3883S 8C-39633 8C-38633 EArhaxEs LINEAR
18080 XID 200m5 BID 400M0 BID Soems 31D OVERALL TREND
=221) {Ma229) (=330} Nel17) (Me218) P-VALUX (¢) p+VALOR(d)
WEEX 2 «0.001 «0.001
CBSERVED MEAN CRANGE 9.4 ~20.3 -26.8 «25.6 -36.2
TD DEY as.81 .7 34.32 23.61 as.02
L8 MEAN CRANGE (c) -8.8 -20.7 -26.0 -35.1 -28.1
WERX § <0.001 «8.001
CASERVED SRAN CEANGE -7.4 -38.3 -21.4 -22.2 -23.1
aTD DEV _ 35.%9 28.9¢ 20.80 27.60 26.33
I8 EEA» CRANGE (o) -6.1 =-10.) «30.4 -31.1 -22.%
WEEX 12 «9.001 <0.001
CGBSERVED MEAN CRANGE -$.1 -15.1 -30.9 -19.90 -22.3
7D DRV .o 26.2 .12 7.30 n.n
LS NEAN CRANGE (o) 3.5 -15.3 -20.4 -18.9 ~22.0

10080 AXD ¥vS. mAPEOXES 200M3 3ID v9. MAFROTEM 400D BID VS. MAPROXEN
WEEK 2t L

0.7% ( 0.63 to 0.96) T .00 (e, to 1.18) $.96 ( 0.00 to 1.14)
WEEX 64 0.01 { ¢.6) ¢o 1.0 0.99 ( 0.72 o 1.14) 0.94 ( 0.7% co 1.17)
WEER 12: 9.7 ( 0.3 e 0.33) 9.9 ( 0.73 ¢o 1.13) 0.84 ¢ 9.65 o 1.07)

P-VALUES FOR TAEATMENT CONPARISORS )

10080 BID 200M0 3ID 400MS BID 200M0 BID 40GMC RID eo6m0 21D SPROXEN
. vE. e,

ve. 3. ve. ve.
1080C BID L60M0 BID 208NN BID PLACESO

WEEX 2. «0.901 <0.002 <g.001 L Y]

0.048 e.693 «9.00) e.012 0.962 .. 820
WEEX ¢, «0.901 «0.001 «$.001 0.380 9.23 0.7%3 ¢9.001 e.97) 0.3¢¢ 0.55%
XX 12, «9.003 <0.001 <0.003 0.042 0.236 9.4820 <9.803 o.007 o.519 .24
(a) This tadle is besed om the last cbesrvation carried forward approach
(b) Scale rusged from € te 100 (mn) with segative ehange iadicating tsprovensat -
o) Prom Analysis of Covariance modal with ¢t and as 2 asd Mupeline value as eovariate,

the corresponding MOOT MSE are: 331.76 tor weeak 2, 24.84 for week 6, and 35.9% for week 12
() From & cectrest stetemast frem anslyeis of Covarinsce model ia (e}, Mupromsn group wes ewcleded
(e) Q-RATIO §» Gefined as the ratic of leest SQuare amas chaages frem {c}, of B5C-30635 S=oep varsas Enpromesn group
(f) Prom a contrast statement from Analysis of Covarfance mnSel ia (c)
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L‘ Table A.41 C-Reactive Protein (Protocol 023)

e-masmmmmnmnn

4995 -02-023
TANIR 26.31
C-ARACYIVRE PROTRTR
"ET 3 oF 3 CMERRVED MRANS (a) ()
TETENTS0-YREAY CONORY L{ITYT) .
PLACERO ac-38638 |Tc-33533 8C-38833 EAFROTEN
100M0 AxD 20085 xID 400M0 RID Sooms BID
(3e221) (Be320) (De218) (B=217) B=310)
sasETLnm »
. 218 a2 214 e 210
NRAN 18372.1 18464.0 170879 1589e.3 18481.0
STD DRV 13608.12 19990.33 30419. 69 15700, 92 20677.37 ~"
wzs 2 :
] 220 22e 218 216 217
NEAN 15184.5 16392.1 17367.0 16935.2 34021.0
STD DEV 16015.79 20979 .44 30191.35% 17566.350 36229.42
MEXEX ¢
[ ] m 22e 210 217 ae
MEAN 16470.6 17693.0 172403.3 10038.7 148504.¢
870 DEv 18309.60 3202s8.47 19269.29 20799.01 15386.34
“EEx 12
] a aas 210 217 e
AN 10040.7 16677.2 16828.7 1796).3 1373%¢6.9
STD DRV 271507.43 20610.38 18969.70 19731.84 13783.0¢
(a) Tais tadle is based an the iast chearveticn carrisd forward approach
(b} onit of measurement ug/L
® By definitiaon, hm-mmmsuqnu-. mmmmwmmmuu least
s dase of atwdy medicatian
c-m“ m
PART 2 OF 24 -ummuu (s) )
(.- B INTENT-TO-¥REAY COSDET (TYT)
N - FLACERO 6C-386318 8C-3863S ©-38633 EAPROXEW LINEAR
100WG 21D  2oamc an 400NG BID 300m3 BrXo OVERALL TAEND
{Be221) (B=328) (Be210) (Ne217) (Ba318) P*VALIE (o) P=VALUR (4)
WEXX 2 8.180 0.159
CBSEXVED MEAS CRANGE -325.6 333.2 -359.0 1409.5 -1383.4
ST eV 138%3.82 11978.7¢ 15069.37 12320.92 13025.87
LS MEAN CHANOE (c) -300.7 703.8 374.0 1538 .4 ~1267.1
wEZX ¢ .06 8.372
OASERVED MRAN CRANGE 1369.4 -562.1 13476 -823.8
D nev 15701.98 13404.09 13134, 44 18726.¢0 13703 .46
L8 NEAN CRANGE () 1620.0 2106.8 5.8 117598 ] ~340.8
WEEX 12 - 8.040 9.912
ORIIRVED MEAN CHANGE 2604.7 $36.0 -967.) 2598.2 -1600.0
STD DV 36246.44 14431.69 14446.40 16625.4) 122311.82
LS MEaN cuAMNOR (c) a77e.¢ 1236.2 31.¢ asse.e -1369.9

G-RATIO wITE P50 CONMPIDENCE INTERVALS (@) 100m0 BID Vs. masmaxew

2040 3ID vS. mAFROXEN

400MC BID VE. mAFROIEN

WEEX 2: -0.%¢ ( BOR-RSTIMANLE ) ~0.3¢ ( BON-EFTDOBLE) =1.2) ( som-esTHOALY)
WEEX -6.38 ( BON-BSTINALLE ) =1.16 ( NOM-ESTIMANLE) ~11.6 ¢ OB -ESTINARLE )
WEEX 12, ~6.57 { moB-ETDMASLE) ~9.83 ( BON-RETINANLE) -3.38 ¢ SON-ESTORLE )

P-VALUES FOR TREATWENT COMPARIBUNS (f),

istam BID 2¢emm 31D 4005 3TD Jeamo BID 400 wID 4040 BTV EMFecTEN
. .. B, vs. vs. s, . s, B,
1000 5ID B XID 2000 3Id PFLACERO

WERX 33 0.30) e.773 8.472 8.320 .09 0.3184
WEEX §¢ .59 9.186 8.178 o.008 9.060 0.87e
WERX 124 8.333 0.2 e.373 s.068 0.1317 e.a30

{s) Thie m.l-m-mmma-mutmw
(b) Onit of massuremant s Wg/L with awgative shaage iadicazing Ltepsovenaat
(e} FPrem Anslywis of Covariance modal with treatasnt ead cemtear e tectors esd baseline valus 28 esvariate,

the corresponding ROOT MST are. 11063 for week 3, 13440 tar week 6, amd 16363 for week 12
(4) Prom a cootrast Statemsnt fres amalymis of Covariamce moéel ia (¢), smprenen growp wae omx]wded b
() Q-RATIO ia Gafined as the ratic of least SQuare mses chamges frem {c). of oc~$0633 $reup versas Paprumss sroup
{2) Fram a contrast otatemest from Analysis of Covariasce andel ia (¢)
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Table A.42 HAQ Functional Disability Index (Protocol 023)

B49-96-02-42)
TARLE 2%
EAQ FUNCTIONAL DISABILIYTY DIEEX
PAST 1 OF 31 CBSERVED mmANS (a} )

INTENT-T0-PREAT CONGRY (ITT)

x—us:smmmmmn-l_nu

PLACEDO a<-S8613 aC-30633 ac~-38833 WAPFACIEN
1e0us 31D 300 B3I 400uC BID S00MG BID
(®=231) (Me230) {m=210) (me217) (me219)
BASELINE
L 219 226 27 216 210
AN 1.4 1.4 3.3 1.3 1.4
&TD mv e.60 0.70 .67 .83 8.68
WEEX 2
[ ] 231 228 230 27y 218
NEAW 1.3 1.2 1.0 1.0 1.1
STD ImY 0.67 .69 0.68 0.64 .67
—EX §
L a1 220 210 217 e
MEAN 1.3 1.2 3.1 i1.¢ 1.3
#TD DRV 8.72 0.7 9.72 9.66 0.69
WERX 12
- 321 a2e 219 2137 218
RN 1.3 1.3 1.1 1.1 1.1
STD pErv .73 0.70 .7 .67 0.6
(3) Thie table is based oo the last obeervation carried forward approach
(d) Scale ranged fram 0 go 3 with lower score es less Qaisabilicy
® By dafinitiom, im this and sabsagueat efficacy tables, the ITT Sahort imcludes enly petieats who had at lesst
ams Gome of study mesdication
-t EAQ FONCTIONAL DISABILITY IWDEKX
PART 3 OF 3: MEAR CRANGE AALYSIS (a)} ()
INTENT <70+ TREAY COWONT (rrry
PLACEDO 5T-586€35 ac-38435 ac-38833 TAPROTEN LINEAR
100MC RID 200G BID eeOMC BID SOMMG BID  OVERALL TREMD
{3e331) (we223) tm=2189) (We217) {"a218) P-VAUE(c) p-vVALUE(4)
wEEx 2 <9.801 0,001
CBSERVED MEAN CRANGE 0.1 -0.2 -0.% -0.3 -0.3
STD RV .44 .42 .68 0.47 0.47
I8 MEAN CHANGE (c) -£.3 -0.2 -0.3 -0.3 -0.3
wEExX ¢ «8.803 «0.002
OBSERVED MEAN CEANGE -0.1 -0.2 -2.3 -0.3 -0.3
O MY - 0.49 8.43 9.5 .52 e.40
LB BEAN CEANGR (c) -9.1 -0.3 -2.3 -8.) -9.3
WEEX 12 <5.001 «0.001
OCBKERVED MEAN CHANGE «0.1 -8.1 -8.2 -8.3 «8.3
&TD tmv 0.49 0.44 .51 .53 .40
LS WEAN CHANGE (c) -0.3 -8.1 -$5.2 -8.3 -9.3
o-lmonﬂunmmuh 15080 BID VE. EAPROIEN 200M0 KID VE. MAFROXEN 480D 3ID V3. mAPROIEN
WEEX 2: 0.83 ¢ 0.59 to 1.18) 1.08 ( 0.7 o 1.42;
WEEX 6 0.69 ( 0.43 o 1.04) 0.9 ( 0.6 to 1.41)
SREX 124 .54 ( 0.30 2 B.99) 0.98 ( €.67 te 1.43)

O~VALUES FOR TAKATMENT CORMPARISOMS )

100M0 BID 260M0 BID 400MG BID 200am SID 466D JID 400N BID WAFROIRN
ve. vs. vs. va. ve. .. vs.
10000 SID 1000 33D JemO BID PLACERO

PLACERD PLACERO PLACERO 19060 BID 200M0 BIP ¢eoma BID
WEXE 20 «0.003 “0,001 <0.001 0.080 ®.124 0.03? .90 9.34¢ 9.5¢0 8.707?
WEEX & 9.006 «0.001 «0.003 0.028 .07 9.63%0 «$.601 9.068 8.698 0.956
WEXX 12, ®.103 «0.001 «0.801 e.03) .07 6.8 o.002 .73 8.92)

«8.001

(a) This table is based oo the laest sbservatica carried forward appreach
(b) Scale ranged from 0 to 3 with segative change ‘odicsting isproveseat =
fc) Prum Analysis of Covariamee mndel with trestmant aad cumtar as factors and basalise vales as sswariate,
the carresponding ROOT MST are: 0.42¢ for week 2, 0.45% for weak €, and 0.462 for week 12
(4) From a comtrast etetemsat from anslysis of Covariance model ia (€), Baproses group was ezciuged
(¢) Q-RATIO 4o dafimad as the retic of lesst sguare msan changes Ircm {(e), of BC-50813 gromp wursus Mapransa group
' {2) Frem a comtrast Statesent from ADelysis of Covariance model ia te)
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Table A.43 Withdrawal-Lack of Arthritis Efficacy (Protocols 022, 023)

Text Table 40. Reasons for Study Termination (All Randomized Patients: 12-
Week Pivotal Studies 022 and 023 and 12-Week Pooled Pivotal

Studies)
Number of Rheumatoid Arthritis Patients by Treatment Group
Celecoxib Naproxen
Study Placebo | 100 mg BID | 200 mq BID 400 mg BID | 500 mq BID
Study 022 (n=231) {n=240) (n=235%) (n=218)' (n=225)
Tota!l Compieted 101 (44%) 154 (64%) | 158 (67%) 137 (63%) 138 (61%)
Total Withdrawn 130 (56%) 86 (36%) 77 (33%) 81 (37%) 87 (39%)
Lost to Foliow-up 3 (1%) 1(<1%) 3 (1%) 1(<1%) 1(<1%)
Pre-Existmg Violation 2 (<1%) 1{<1%) 3 (1%) 2 (<1%) 0 (0%)
Protocol Non-Compliance 10 (4%) 4 (2%) 4 (2%) 7 (3%) 9 (4%)
Treatment Failure 104 (45%) 67 (28%) 50 (21%) 59 (27%) 65 (29%)
— Adverse Event 11 (5%) 13 (5%) 17 (7%) 12 (6%) 12 (5%)
Study 023 (n=221) (n=228) (n=219)" (n=217) (n=218)
Total Completed 78(35%) 117 (51%) 124 (57%) | 126 (58%) 133(61%)
Total Withdrawn 143 (65%) | 111 (49%) 95 (43%) 91 (42%) 85(39%)
Lost to Foliow-up 0 (0%) 0 (0%) 0 (0%) 2 (<1%) 0 (0%)
Pre-Existing Violation 2(<1%) 2 (<1%) 3 (1%) 2 (<1%) 0 (0%)
Protocol Non-Compliance 4 (2%) S (2%) 2{<1%) 2 (<1%) 0 (0%)
( . Treatment Failure 125 (57%) 92 (40%) 74 (34%) | 69 (32%) 69(32%)
: Adverse Event 12 (5%) 12 (5%) 16 (7%) 16 (7%) 16 (7%%)
Pooled ® (n=452) (n=468) (n=454)° | (n=435)° (n=443)
Total Completed 179 (40%) | 271 (58%) | 282 (62%) 263 (60%) 27 (61%)
Total Withdrawn 273 (60%) 197 (42%) | 172 (38%) 172 (40%) 172 (39%)
Lost to Follow-up 3 (<1%) 1 (<1%) 3 (<1%) 3 (<1%) 1 {<1%)
Pre-Exisling Violation 4 (<1%) 3 («<1%) 6(1%) 4 (<1%) 0 (0%)
Protocol Non-Compliance 14 (3%) 9 (2%) 6 (1%) 9 (2%) 9 (2%)
Treatment Failure 229 (51%) 158(34%) 124 (27%) 128 (29%) 134 (30%)
Adverse Event 23 (5%) 25 (5°%) 33 (T%) 28 (6%) 28 (6%)

Denived from Individual Study Reports

a} Total number of patients includes two patients (one in the celecoxib 200 mg BID group [Study 023] and
one in the celecoxib 400 mg BID group [Study 022]) who were randomized but did not receive study
medication and are not included in the [TT Cohont.

b) Pooled represents data from combined pivotal Studies 022 and 023.
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Table A.44 Time to Withdrawal - Lack of Arthritis Efficacy (023)
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Table A.45 Summary of Dosage change-OA /RA(protocol 024)
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( Figure A.1 Patient’s Global Assessment-OA/RA (protocol 024)

Figure 7. Patient’s Global Assessment of Arthritic Condition: OA Patients
(Study 024)
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Table A.46 Number of Treated/Unique Patients (All NDA trials)

Takle 2.¥
Summry of Traste? mzvjects:Petlesrs: All Trials

At ive
| P —. .- =+ Cmlessxid camtzc
. a1 Nher
?lacdo S50 g 10 og SOmg LT 30 o 1%,y =
PHASS ) - CIKGLE KO % 3¢ ” 1 1¢ an 13 3 r
PHISK 1 - MUITIVE DIEK1a} »” i3 ] - 134 v 196 20 e 10¢
PRASE 1 - IRUG INTERACTION 14} 12¢ ® ] 1) >3 h n L] 123 123
PUASE 3 - EKFATIZ(e) ° 14 4 [ L} 1d 0 L] t [
PHASE 1 - FENAL Q) 23 L] 0 17 3 L n ° c 27
ARTMRITIS - CA 132y [ 9] 1637 45 2200 t L 4] [ [4 e
L1Y 533 [ a8 o b3 ] 1% b e oM
LOBC-TIRR CPEX LARKL (4 4 =% [ pe 1 11 ¢ 4 o t g
O8ITAL PAIN:b: :05 13 195 [ 4 1% ? [ 13 [ e 1e
ANALGES S - FLUUITAL PAMIE: 100 < FES ] [ 104 [3 s [ 4 I
T{MBINET: STITTES 2850 3¢ 5%¢2 s8¢ L L1231 12 (31 L1 b3 ] A TR
Moo s ag = 5, 22,25, 40, or 50 mg, €L0-1300 mg * 630, 803, #3%. o 1330 my.

Selesaxib teginens ere BID uniecr otherwise specifiec.
20l QEEITIPTLOL O KeQgimens -
for dassvipticon of regisers.
fer dsscriptican af regimena.

Table I.u:
Sumcary ¢ Uniquais: Jveszed Subsects parients, 4ll Trialx

relimryih Jeleciril
- Lther
Flacetr: .82 3 102 e INea b Il ag It ame  4I0 g [P
- :IRGLE RSER:
1" 2 FR r 144 1 1 TN - '
FrASE - MULTIPLE DICE L
2 1¢ b ¥ € s 14 57 <t < ki)
PRASE T ORUG TNTERACTION(E)
a [ -] p 14 e [2 [+ [ 1?7 1
PAASE I - MEFATIC(D:
[} ¢ 1] [ [ ¢ [3 ¢ o B
PHASE 1 - REN ik
24 [ ) v 3 [ [ ¢ 5 e
ERTHEITIZ - uA
T4 52 1612 {113 119 ¢ ” c ¢ e
AXTMIITIF A -
1% i 462 4 1539 (3 S [§ < £33
ADOITIT - LOG-TEEN STEX LABELD
& [TH [3 k13 [ c [
MULGE. IR - LENTAL PADie!
a0¢ 3 13 1% [ 156 2 " ° ¢ 1¢3

.23, 25 60, ¢ N ome. CI-12X ey w €50, 802, #0:. ax 1230 -g.
=388) redimene are BIL unives ciberwiee wpes:fied.
e MEJiE C enlD 2IVICMAL 1P ONIY CONTEL CRCO.  BREIeCTE DALIENTs Wb, PArtLi . ated 3i multifie PAL. VA 1 & TrTwt-ove: 8348y
" weTe rriltsd IR mOTE tAan ops study are emiy cauriad che.  Thus. wean & Fiblact -parzent partisiparted in twr &ffferert tyTa:
3 e be ahe 3z Tounted iz the firet study be she pacticigeted ir. :f a SuSieT ‘Fatient secesved bath placebs =7 a
ans crlecait. e she is canted anly a2 @ celevoail subtest pal et .
D10 derlTASAALR OF teTimens

Tadle 2.:2
Nameary ©f Unigueis: Treetad Suriects Fetiemts: Al. Triels

Teete venes = - Ke.ecdwie Calecoxik
~ Jtbex
Plorete $-M o9  IXK mo 2 m Ot 25 e W m 40 ag iz
ALTEETA - JRUICAL FAlMIe! -
1 14 1 L 164 o ° 0 ¢ i

o

=1

I

NDA 20-998 celecoxib page 214




Table A.47.1 Duration of Exposure to Cx (Phase 1, OA, RA, pain)
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